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AN 1994:261080 CAPLUS 
DN 120:261080 

TI Intrathecal injection of lysine acetylsalicylic acid in the rat: 

a neurotoxicological study 
AU Svensson, B. A.; Karlsten, R. ; Kristensen, J. D. ; Sottile, A.; Bennett, 

A.; Gordh, T. Jr. 
CS Dep. Anat., Uppsala Univ., Uppsala, Swed. 

SO Acta Anaesthesiologica Scandinavica (1993), 37(8), 799-805 

CODEN: AANEAB; ISSN: 0001-5172 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB Lysine acetylsalicylic acid has been reported to induce analgesic effects 
in humans after intrathecal (i.t.) injection. Before conducting 
further studies in humans with this drug, it is important to evaluate 
potential toxicol. effects on the spinal cord in animals. In the present 
study the effects of chronic intrathecal administration of 
provocative doses of lysine acetylsalicylic acid (L-ASA) on the rat spinal 
cord were evaluated using light and electron microscopy and a quant, 
morphometric method. The authors also investigated the effects of single 
doses of the drug on the spinal cord blood flow (SCBF) using the 
laser-Doppler flowmetry technique. No histopathol. changes or differences 
in no. or d. of neuronal cells could be seen after chronic administration 
of L-ASA as compared to controls. The SCBF decreased immediately after 
i.t. injection of a large dose (4 mg) of L-ASA and returned to predrug 
levels within 10 min. At the end of the expt . metabolic acidosis was 
detected, indicating a systemic effect of acetylsalicylic acid. It is 
concluded that no neurotoxic effects on the spinal cord were seen after 
chronic i.t. injection of L-ASA. From a neurotoxicol . point of view, the 
authors* findings do not contraindicate the spinal use of L-ASA in humans. 

ST lysine acetylsalicylic acid toxicity spinal cord; analgesic lysine 
acetylsalicylic acid toxicity 

IT Analgesics 

(lysine acetylsalicylic acid as, neurotoxicity of, to spinal cord, 

after intrathecal injection) 
IT Spinal cord 

(lysine acetylsalicylic acid neurotoxicity to, after 

intrathecal injection) 
IT Nerve, toxic chemical and physical damage 

(lysine acetylsalicylic acid toxicity to, in spinal cord, after 

intrathecal injection) 
IT Acidosis 

(neurotoxic effect of lysine acetylsalicylic acid in relation to, in 
spinal cord, after intrathecal injection) 
IT Circulation 

(of spinal cord, lysine acetylsalicylic acid effect on, neurotoxicity 
after intrathecal injection in relation to) 
IT 62952-06-1 

RL: PRP (Properties) 

(neurotoxicity of, to spinal cord, after intrathecal 
injection) 
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AN 1994:261080 CAPLUS 
DN 120:261080 

TI Intrathecal injection of lysine acetylsalicylic acid in the rat: 

a neurotoxicological study 
AU Svensson, B. A.; Karlsten^ R. ; Kristensen, J. D.; Sottile^ A.; Bennett, 

A.; Gordh, T. Jr. 
CS Dep. Anat., Uppsala Univ., Uppsala, Swed. 

SO Acta Anaesthesiologica Scandinavica (1993), 37(8), 799-805 

CODEN: AANEAB; ISSN: 0001-5172 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB Lysine acetylsalicylic acid has been reported to induce analgesic effects 
in humans after intrathecal (i.t.) injection. Before conducting 
further studies in humans with this drug, it is important to evaluate 
potential toxicol. effects on the spinal cord in animals. In the present 
study the effects of chronic intrathecal administration of 

provocative doses of lysine acetylsalicylic acid (L-ASA) on the rat spinal 
cord were evaluated using light and electron microscopy and a quant, 
morphometric method. The authors also investigated the effects of single 
doses of the drug on the spinal cord blood flow (SCBF) using the 
laser-Doppler flowmetry technique. No histopathol. changes or differences 
in no. or d, of neuronal cells could be seen after chronic administration 
of L-ASA as compared to controls. The SCBF decreased immediately after 
i.t. injection of a large dose (4 mg) of L-ASA and returned to predrug 
levels within 10 min. At the end of the expt. metabolic acidosis was 
detected, indicating a systemic effect of acetylsalicylic acid. It is 
concluded that no neurotoxic effects on the spinal cord were seen after 
chronic i.t. injection of L-ASA. From a neurotoxicol . point of view, the 
authors* findings do not contraindicate the spinal use of L-ASA in humans. 

ST lysine acetylsalicylic acid toxicity spinal cord; analgesic lysine 
acetylsalicylic acid toxicity 

IT Analgesics 

(lysine acetylsalicylic acid as, neurotoxicity of, to spinal cord, 

after intrathecal injection) 
IT Spinal cord 

(lysine acetylsalicylic acid neurotoxicity to, after 

intrathecal injection) 
IT Nerve, toxic chemical and physical damage 

(lysine acetylsalicylic acid toxicity to, in spinal cord, after 

intrathecal injection) 
IT Acidosis 

(neurotoxic effect of lysine acetylsalicylic acid in relation to, in 
spinal cord, after intrathecal injection) 
IT Circulation 

(of spinal cord, lysine acetylsalicylic acid effect on, neurotoxicity 
after intrathecal injection in relation to) 
IT 62952-06-1 

RL: PRP (Properties) 

(neurotoxicity of, to spinal cord, after intrathecal 
injection) 
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AN 1994:261080 CAPLUS 
DN 120:261080 

TI Intrathecal injection of lysine acetylsalicylic acid in the rat: 

a neurotoxicological study 
AU Svensson, B. A.; Karlsten, R. ; Kristensen, J. D.; Sottile, A.; Bennett^ 

A.; Gordh, T. Jr. 
CS Dep. Anat., Uppsala Univ., Uppsala, Swed. 

SO Acta Anaesthesiologica Scandinavica (1993), 37(8), 799-805 

CODEN: AANEAB; ISSN: 0001-5172 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB Lysine acetylsalicylic acid has been reported to induce analgesic effects 
in humans after intrathecal (i.t.) injection. Before conducting 
further studies in humans with this drug, it is important to evaluate 
potential toxicol. effects on the spinal cord in animals. In the present 
study the effects of chronic intrathecal administration of 

provocative doses of lysine acetylsalicylic acid (L-ASA) on the rat spinal 
cord were evaluated using light and electron microscopy and a quant, 
morphometric method. The authors also investigated the effects of single 
doses of the drug on the spinal cord blood flow (SCBF) using the 
laser-Doppler flowmetry technique. No histopathol. changes or differences 
in no. or d. of neuronal cells could be seen after chronic administration 
of L-ASA as compared to controls. The SCBF decreased immediately after 
i.t. injection of a large dose (4 mg) of L-ASA and returned to predrug 
levels within 10 min . At the end of the expt . metabolic acidosis was 
detected, indicating a systemic effect of acetylsalicylic acid. It is 
concluded that no neurotoxic effects on the spinal cord were seen after 
chronic i.t. injection of L-ASA. From a neurotoxicol . point of view, the 
authors' findings do not contraindicate the spinal use of L-ASA in humans. 

ST lysine acetylsalicylic acid toxicity spinal cord; analgesic lysine 
acetylsalicylic acid toxicity 

IT Analgesics 

(lysine acetylsalicylic acid as, neurotoxicity of, to spinal cord, 

after intrathecal injection) 
IT Spinal cord 

(lysine acetylsalicylic acid neurotoxicity to, after 

intrathecal injection) 
IT Nerve, toxic chemical and physical damage 

(lysine acetylsalicylic acid toxicity to, in spinal cord, after 

intrathecal injection) 
IT Acidosis 

(neurotoxic effect of lysine acetylsalicylic acid in relation to, in 
spinal cord, after intrathecal injection) 
IT Circulation 

(of spinal cord, lysine acetylsalicylic acid effect on, neurotoxicity 
after intrathecal injection in relation to) 
IT 62952-06-1 

RL: PRP (Properties) 

(neurotoxicity of, to spinal cord, after intrathecal 
injection) 
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AN 1997:454047 CAPLUS 
DN 127:60626 

TI Method of delaying onset of Alzheimer's disease symptoms with a 

non-steroidal anti-inflammatory agent and/or a histamine H2 

receptor-blocking agent 
IN Breitner, John C. S.; Welsh, Kathleen A. 
PA Duke University, USA 
SO U.S. , 10 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM A61K031-60 

ICS A61K031-615; A61K031-54; A61K031-44; A61K031-425; A61K031-42; 
A61K031-415; A61K031-40; A61K031-38; A61K031-34; A61K031-195; 
A61K031-19 
NCL 514570000 
CC 1-11 (Pharmacology) 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 5643960 A 19970701 US 1994-228019 19940415 

US 6025395 A 20000215 US 1997-843217 19970414 

PRAI US 1994-228019 19940415 

AB A method is disclosed for preventing or delaying the onset of 

Alzheimer's disease and related neurodegenerative disorders. The 
method involves the administration to individuals at risk of developing 
the disease {or disorder) a non-steroidal anti-inflammatory agent and/or a 
histamine H2 receptor-blocking agent. The invention also relates to a 
method of treating Alzheimer's disease and related 
neurodegenerative disorders that involves the use of such agents. 
ST Alzheimer disease NSAID H2 antihistaminic; neurodegenerative 

disease NSAID H2 antihistaminic 
IT Apolipoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(E, .epsilon.4 or .epsilon.2 allele at locus for; non-steroidal 
anti-inflammatory agent and/or histamine H2 receptor-blocking agent for 
preventing, delaying, or treating Alzheimer *s disease and 
related neurodegenerative disorders) 
IT Antihistamines 

(H2; non-steroidal anti— inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Nervous system 

(degeneration; non-steroidal anti-inflammatory agent and/or histamine 
H2 receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Alzheimer's disease 
Narcotics 

Susceptibility (genetic) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Glucocorticoids 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 

study, unclassified) ; BIOL (Biological study) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Anti-inflammatory agents 

(nonsteroidal; non-steroidal anti-inflammatory agent and/or histamine 
H2 receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 



IT Gene, animal 

RL: BPR {Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(.epsilon,4 or .epsilon.2 allele, for apolipoprotein E; non-steroidal 
anti-inflammatory agent and/or histamine H2 receptor-blocking agent for 
preventing, delaying, or treating Alzheimer's disease and 
related neurodegenerative disorders) 
IT 50-78-2, Aspirin 103-90-2, Acetaminophen 22204-53-1, Naproxen 

RL: SAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
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AN 1999:103337 CAPLUS 
DN 130:280248 

TI Increased expression of cyclooxygenases and peroxisome 

proliferator-activated receptor-. gairana. in Alzheimer's disease 
brains 

AU Kitamura^ Yoshihisa; Shimohama, Shun; Koike, Hideyasu; Kakimura, Jun-Ichi; 
Matsuoka^ Yasuji; Nomura, Yasuyuki; Gebicke-Haerter, Peter J.; Taniguchi, 
Takashi 

CS Department of Neurobiology, Kyoto Pharmaceutical University, Kyoto, 
607-8412, Japan 

SO Biochemical and Biophysical Research Communications (1999), 254(3), 
582-586 

CODEN: BBRCA9; ISSN: 0006-291X 
PB Academic Press 
DT Journal 
LA English 

CC 14-10 (Mammalian Pathological Biochemistry) 
Section cross-reference (s) : 1 

AB Recent studies suggest that inflammatory events are assocd. with plaque 
formation in the brains of patients with Alzheimer's disease 
'(AD). Treatment with nonsteroidal anti-inflammatory drugs (NSAIDs) of 
these patients appears to slow the progression of disease. The authors 
assessed the occurrence of cyclooxygenases (COX-1 and -2) and peroxisome 
proliferator-activated receptor- , gamma . (PPAR. gamma . ) in temporal cortex 
from normal and AD brains using specific antibodies. In AD brains, 
protein levels of COX-1 were increased in both cytosolic and particulate 
fractions, and COX-2 protein was also increased in the particulate 
fraction. PPAR. gamma, level was increased in the cytosolic fraction but 
not in the particulate fraction. Thus, expression levels of COX-1, COX-2, 
and PPAR. gamma, may change in AD brains. In addn., several NSAIDs which 
are also PPAR. gamma, activators, such as indomethacin, inhibited COX-2 
expression in glial cells. These results suggest that PPAR. gamma, 
activators have inhibitory effects on inflammatory events in AD brains, 
(c) 1999 Academic Press. 

ST brain cyclooxygenase peroxisome proliferator activated receptor gamma 
Alzheimer disease 

IT Cytoplasm 

(cytosol; increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT Gene 

(expression; increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT Alzheimer's disease 

Encephalitis 
Neuroglia 

(increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 

IT Anti-inflammatory agents 

(nonsteroidal; increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer' s disease) 

IT Brain 

(temporal cortex; increased expression of cyclooxygenases and 

peroxisome proliferator-activated receptor- . gamma . in brains from 

humans with Alzheimer's disease) 
IT Peroxisome proliferator-activated receptors 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study) ; OCCU (Occurrence) 

(.gamma.; increased expression of cyclooxygenases and peroxisome 



prolif erator-activated receptor- . gairana . in brains from humans with 
Alzheimer's disease) 
IT 39391-18-9 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
( Process ) 

(1 and 2; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT 50-78-2, Aspirin 53-86-1, Indomethacin 41598-07-6, PGD2 
87893-55-8 123653-11-2, NS398 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma , in brains from humans with 
Alzheimer's disease) 

RE.CNT 29 THERE ARE 29 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Bauer, M; Eur J Biochem 1997, V243, P726 CAPLUS 

(2) Bonventre, J; Nature 1997, V390, P622 CAPLUS 

(3) Chang, J; Neurobiol Aging 1996, V17, P801 CAPLUS 

(4) Clemens, J; Stroke 1996, V27, P527 CAPLUS 

(5) Farooqui, A; Neurochem Int 1997, V30, P517 CAPLUS 

(6) Forman, B; Cell 1995, V83, P803 CAPLUS 

(7) Gattaz, W; Biol Psychiatry 1995, V37, P13 MEDLINE 

(8) Guastadisegni, C; FEBS Lett 1997, V413, P314 CAPLUS 

(9) Jiang, C; Nature 1998, V391, P82 CAPLUS 

(10) Kitamura, Y; Neurosci Lett 1997, V237, P17 CAPLUS 

(11) Lehmann, J; J Biol Chem 1997, V272, P3406 CAPLUS 

(12) Lehtonen, J; Biochemistry 1996, V35, P9407 CAPLUS 

(13) Lukiw, W; J Neurosci Res 1997, V50, P937 CAPLUS 

(14) Mangelsdorf, D; Cell 1995, V83, P835 CAPLUS 

(15) Mirra, S; Neurology 1991, V41, P479 MEDLINE 

(16) Morita, I; J Biol Chem 1995, V270, P10902 CAPLUS 

(17) Nogawa, S; J Neurosci 1997, V17, P2746 CAPLUS 

(18) Oka, A; NeuroReport 1997, V8, P1161 CAPLUS 

(19) Pasinetti, G; Neuroscience 1998, V87, P319 CAPLUS 

(20) Ricote, M; Nature 1998, V391, P79 CAPLUS 

(21) Rogers, J; Neurology 1993, V43, P1609 MEDLINE 

(22) Sanz, 0; Neuroscience 1997, V80, P221 CAPLUS 

(23) Shimohama, S; J Neural Transm 1990, V30(Suppl), P69 

(24) Shimohama, S; J Neurochem 1995, V64, P2629 CAPLUS 

(25) Shimohama, S; Neurology 1993, V43, P1407 MEDLINE 

(26) Spencer, A; J Biol Chem 1998, V273, P9886 CAPLUS 

(27) Stephenson, D; Neurobiol Dis 1996, V3, P51 CAPLUS 

(28) Tocco, G; Exp Neurol 1997, V144, P339 CAPLUS 

(29) Vane, J; Ann Rev Pharmacol Toxicol 1998, V38, P97 CAPLUS 
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AN 1998:780621 CAPLUS 
DN 130:232124 

TI Peripheral administration of novel anti-inf lammatories can attenuate the 

effects of chronic inf lainmation within the CNS [central nervous system] 
AU Hauss-Wegrzyniak, Beatrice; Willard, Lauren B. ; Del Soldato, Piero; Pepeu^ 

Giancarlo; Wenk, Gary L. 
CS Memory and Aging, Division of Neural Systems, Arizona Research 

Laboratories, University of Arizona, Tucson, AZ, 85724, USA 
SO Brain Research (1999), 815(1), 36-43 

CODEN: BRREAP; ISSN: 0006-8993 
PB Elsevier Science B.V. 
DT Journal 
LA English 
CC 1-7 (Pharmacology) 

AB This study investigated whether nitrof lurbiprof en (NFP) or nitro-aspirin 
can reduce the inflammatory response induced by continuous infusion of 
lipopolysaccharide (LPS) into the 4th ventricular space of the rat brain 
for 30 days. The chronic LPS infusion produced an extensive inflammation 
that was particularly evident in the hippocampus, subiculum and entorhinal 
and piriform cortices. Daily peripheral administration of NFP 
dose-dependently attenuated the brain inflammation, as indicated by the 
decreased d. and reactive state of microglial cells. Daily peripheral 
administration of nitro-aspirin also attenuated the brain inflammation, 
but to a much lesser degree than NFP. The results demonstrated that 
nonsteroidal anti-inflammatory drugs can reduce brain inflammation and 
that NFP is an effective anti-inflammatory agent. 

ST brain inflammation inhibition nitrof lurbiprof en nitroaspirin; nonsteroidal 
antiinflammatory drug brain inflammation 

IT Encephalitis 

(nitroflurbiprofen and nitroaspirin inhibition of) 

IT Alzheimer's disease 

(nitroflurbiprofen and nitroaspirin inhibition of brain inflammation in 
relation to) 

IT Anti-inflammatory agents 

(nonsteroidal; brain inflammation inhibition by nitroflurbiprofen and 
nitroaspirin as) 

IT 17336-14-0 158836-71-6, Nitroflurbiprofen 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(brain inflammation inhibition by) 
RE.CNT 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Aisen, P; Am J Psychiatr 1994, V151, P1105 MEDLINE 

(2) Allison, M; N Engl J Med 1992, V327, P749 MEDLINE 

(3) Altstiel, L; Prog Neuropsycho-Pharmacol Biol Psychiatr 1991, VIS, P481 

CAPLUS 

(4) Banati, R; Glia 1993, V7, Pill MEDLINE 

(5) Bannwarth, B; Therapie 1986, V41, P409 CAPLUS 

(6) Breder, C; Brain Res 1996, V713, P64 CAPLUS 

(7) Breitner, J; Neurobiol Aging 1996, V17, P789 MEDLINE 

(8) Burrel, R; Grit Rev Microbiol 1990, V17, P188 

(9) Cacabelos, R; Meth Find Exp Clin Pharmacol 1994, V16, P141 MEDLINE 
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(11) Das, S; Neuron 1995, V14, P447 CAPLUS 
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(13) Elmquist, J; J Comp Neurol 1997, V381, P119 CAPLUS 

(14) Greenblatt, D; Arzneimittel-Forschung 1983, V33, P1671 CAPLUS 

(15) Griffin, W; Proc Natl Acad Sci USA 1989, V86, P7611 MEDLINE 

(16) Hauss-Wegrzyniak, B; Brain Res 1998, V794, P211 CAPLUS 

(17) Hauss-Wegrzyniak, B; Brain Res 1998, V780, P294 CAPLUS 

(18) Jenkinson, M; Br J Rheumatol 1989, V28, P86 MEDLINE 



(19) Kitagawa, H; J Pharmacol Exp Therap 1990, V253, P1133 CAPLUS 

(20) Macnaughton, W; Life Sci 1989, V45, P1869 CAPLUS 

(21) McGeer, P; Brain Res Rev 1995, V21, P195 MEDLINE 

(22) McGeer, P; Lancet 1990, V335, P1037 MEDLINE 

(23) McGeer, P; Neurosci Lett 1988, V79, P195 

(24) McGeer, P; Neurosci Lett 1989, V107, P341 MEDLINE 

(25) Mrak, R; Human Pathol 1995, V26, P816 MEDLINE 

(26) Myllykangas-Luosujarvi, R; Br J Rheumatol 1994, V33, P501 MEDLINE 

(27) Rogers, J; Drug Res 1995, V45, P439 CAPLUS 

(28) Rogers, J; Neurobiol Aging 1996, V17, P681 MEDLINE 

(29) Rogers, J; Neurology 1993, V43, P1609 MEDLINE 

(30) Roth, S; Ann Intern Med 1988, V109, P353 MEDLINE 

(31) Santini, G; Eur J Pharmacol 1996, V316, P65 CAPLUS 

(32) Sheng, J; Neurobiol Aging 1996, V17, P761 CAPLUS 

(33) Strauss, S; Lab Invest 1992, V66, P223 MEDLINE 

(34) Vandenabeele, P; Immunol Today 1991, V12, P217 CAPLUS 

(35) Wallace, J; Gastroenterology 1994, V107, P173 CAPLUS 

(36) Wallace, J; Trends Pharmacol Sci 1992, V13, P129 MEDLINE * 
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DN 130:105154 

TI Molecular characterization of the neuroprotective activity of salicylates 
AU Grilli, M.; Pizzi, M. ; Goffi, F. ; Benarese^ M. ; Gerardi, G. M.; Memo, M. ; 
Spano/ P. F. 

CS Division of Pharmacology Department of Biomedical Sciences and 

Biotechnologies School of Medicine, University of Brescia, Brescia, Italy 

SO Advances in Behavioral Biology (1998), 49(Progress in Alzheimer's and 
Parkinson's Diseases), 99-103 
CODEN: ADBBBW; ISSN: 0099-6246 

PB Plenum Publishing Corp. 

DT Journal 

LA English 

CC 1-11 (Pharmacology) 

AB Aspirin and its metabolite sodium salicylate prevent glutamate-induced 
neurotoxicity in rats. The neuroprotective effect of aspirin does not 
appear to correlate with the anti-inflammatory properties of this compd. 
ST neuroprotectant salicylate antiinflammatory neurodegenerative disorder 

Alzheimer 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NF-. kappa. B (nuclear factor . kappa. B); mol. characterization of the 
neuroprotective activity of salicylates) 
IT Nervous system 

(degeneration; mol. characterization of the neuroprotective activity of 
salicylates ) 
IT Anti-Alzheimer's agents 

(mol. characterization of the neuroprotective activity of salicylates) 
IT Cytoprotective agents 

(neuroprotectants; mol. characterization of the neuroprotective 
activity of salicylates) 
IT Anti-inflammatory agents 

(nonsteroidal; mol. characterization of the neuroprotective activity of 
salicylates) 
IT 54-21-7, Sodium salicylate 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); MFM (Metabolic formation); THU (Therapeutic use); 
BIOL (Biological study); FORM (Formation, nonpreparative) ; USES (Uses) 
(mol. characterization of the neuroprotective activity of salicylates) 
IT 50-78-2, Aspirin 69-72-7D, analogs 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(mol. characterization of the neuroprotective activity of salicylates) 
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AN 1998:338114 CAPLUS 
DN 129:12755 

TI Use of selected nonsteroidal antiinflammatory compounds for the prevention 

and the treatment of neurodegenerative diseases 
IN Grilli, Mariagrazia; Pizzi, Marina; Memo^ Maurizio; Spano, Pierfranco 
PA Universita' Degli Studi di Brescia - Dipartimento di Scienze Biomediche, 

Italy; Grilli, Mariagrazia; Pizzi, Marina; Memo^ Maurizio; Spano, 

Pierfranco 
SO PCT Int. Appl., 24 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-00 

ICS A61K031-60 
CC 1-11 (Pharmacology) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9820864 A2 19980522 WO 1997-EP6323 19971113 

WO 9820864 A3 19981015 

W: JP, US 

RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
PRAI IT 1996-MI2356 19961113 
OS MARPAT 129:12755 

AB Nonsteroidal antiinflammatory compds. are used for the prevention and the 
treatment of neurodegenerative diseases, e.g. Alzheimer's disease and 
Parkinson's disease. 
ST neurodegenerative disease nonsteroidal antiinflammatory drug; 

Parkinson disease nonsteroidal antiinflammatory drug; Alzheimer 
disease nonsteroidal antiinflammatory drug; NSAID neurodegenerative 
disease 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(AP~1 (activator protein 1); nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Nervous system 

(Huntington's chorea; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NF-. kappa. B (nuclear factor . kappa. B); nonsteroidal antiinflammatory 
compds. for prevention and treatment of neurodegenerative diseases) 
IT Glutamate receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(NMDA-binding; nonsteroidal antiinflammatory compds.. for prevention and 
treatment of neurodegenerative diseases) 
IT Nervous system 

(amyotrophic lateral sclerosis; nonsteroidal antiinflammatory compds. 
for prevention and treatment of neurodegenerative diseases) 
IT Nervous system 

(ataxia telangiectasia; nonsteroidal antiinflammatory compds, for 
prevention and treatment of neurodegenerative diseases) 
IT Nervous system 

(degeneration; nonsteroidal antiinflammatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT AIDS (disease) 

(dementia assocd. with; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Mental disorder 



(dementia, multi-inf arct ; nonsteroidal antiinf larnmatory compds . for 
prevention and treatment of neurodegenerative diseases) 
IT Brain 

(dentate gyrus; nonsteroidal antiinf larnmatory compds, for prevention 

and treatment of neurodegenerative diseases) 
IT Mental disorder 

(diffuse Lewy body disease; nonsteroidal antiinf larnmatory compds. for 

prevention and treatment of neurodegenerative diseases) 
IT Brain 

(hippocampus, sector CAl; nonsteroidal antiinf larnmatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Brain 

(hippocampus, sector CAS; nonsteroidal antiinf larnmatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Infection 

(infective neurodegenerative disease; nonsteroidal antiinf larnmatory 

compds. for prevention and treatment of neurodegenerative diseases) 
IT Nerve, disease 

(injury; nonsteroidal antiinflammatory compds. for prevention and 

treatment of neurodegenerative diseases) 
IT Metabolism 

(metabolic neuropathies; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Epilepsy 

(neurodegenerative processes related to; nonsteroidal antiinflammatory 
compds. for prevention and treatment of neurodegenerative diseases) 
IT Prion diseases 

(neurodegenerative syndromes in; nonsteroidal antiinf larnmatory compds. 
for prevention and treatment of neurodegenerative diseases) 
IT Hypoxia, animal 

(neuropathy from; nonsteroidal antiinf larnmatory compds, for prevention 
and treatment of neurodegenerative diseases) 
IT Brain, disease 

(neuropathy, ischemic; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Nerve, disease 

(neuropathy; nonsteroidal antiinf larnmatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT Cytoprotective agents 

(neuroprotectants ; nonsteroidal antiinf larnmatory compds. for prevention 
and treatment of neurodegenerative diseases) 
IT Anti-Alzheimer *s agents 
Anti-ischemic agents 
Antiparkinsonian agents 
Multiple sclerosis 

(nonsteroidal antiinf larnmatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT Glutamate receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(nonsteroidal antiinf larnmatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT Anti-inflammatory agents 

(nonsteroidal; nonsteroidal antiinf larnmatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT Nerve, disease 

(peripheral neuropathy, ischemic; nonsteroidal antiinf larnmatory compds. 
for prevention and treatment of neurodegenerative diseases) 
IT Brain, disease 
Spinal cord 
Spinal cord 

(trauma; nonsteroidal antiinf larnmatory compds. for prevention and 



treatment of neurodegenerative diseases) 
IT 50-99-7, D-Glucose, biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(blood; glycemic damage-as socd, neuropathy; nonsteroidal 
antiinflammatory compds . for prevention and treatment of 
neurodegenerative diseases) 
IT 53-86-1, Indomethacin 56-86-0, L-Glutamic acid, biological studies 
6384-92-5, NMDA 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT 50-33-9, Phenylbutazone, biological studies 50-33-9D, Phenylbutazone, 
metabolites 50-78-2, Acetylsalicylic acid 50-78-2D, 

Acetylsalicylic acid, derivs. 54-21-7, Sodium salicylate 58-15-1, 
Aminopyrine 58-15-lD, Aminopyrine, metabolites 60-80-0, Antipyrine 
60-80-OD, Antipyrine, metabolites 65-45-2, Salicylamide 65-85-0, 
Benzoic acid, biological studies 65-85-OD, Benzoic acid, metabolites, 
biological studies 69-46-5, Calcium acetylsalicylate 87-28-5, 
Glycol salicylate 89-57-6, Mesalamine 118-57-0, Acetaminosalol 
119-36-8, Methyl salicylate 129-20-4, Oxyphenbutazone 129-20-4D, 
Oxyphenbutazone, metabolites 134-55-4, Phenyl acetylsalicylate 
147-90-0, Morpholine salicylate 303-38-8, 2 , 3-Dihydroxybenzoic acid 
303-38-8D, 2, 3-Dihydroxybenzoic acid, metabolites 487-48-9, Salacetamide 
490-79-9, Gentisic acid 550-97-0, 1-Naphthyl salicylate 552-94-3, 
Salsalate 580-02-9, Methyl acetylsalicylate 599-79-1, 
Sulfasalazine 5003-48-5, Benorylate 5104-49-4, Flurbiprofen 
5104-49-4D, Flurbiprofen, metabolites 5663-71-8 6385-02-0, Sodium 
meclofenamate 6385-02-OD, Sodium meclof enamate, metabolites 
13539-59-8, Apazone 13539-59-8D, Apazone, metabolites 13586-98-6 
15307-86-5, Diclofenac 15307-86-5D, Diclofenac, metabolites 15687-27-1 
15687-27-lD, metabolites 15722-48-2, Olsalazine 21256-18-8, Oxaprozin 
21256-18-8D, Oxaprozin, metabolites 22071-15-4, Ketoprofen 
22071-15-4D, Ketoprofen, metabolites 22204-53-1, Naproxen 22204-53-lD, 
Naproxen, metabolites 22494-27-5, Flufenisal 22494-42-4 26171-23-3, 
Tolmetin 26171-23-3D, Tolmetin, metabolites 29679-58-1, Fenoprofen 
29679-58-lD, Fenoprofen, metabolites 30653-83-9, Parsalmide 
36322-90-4, Piroxicam 36322-90-4D, Piroxicam, metabolites 36364-49-5, 
Imidazole salicylate 37933-78-1, Lysine acetylsalicylate 38194-50-2, 
Sulindac 38194-50-2D, Sulindac, metabolites 41340-25-4, Etodolac 
41340-25-4D, Etodolac, metabolites 42924-53-8, Nabumetone 42924-53-8D, 
Nabumetone, metabolites 51803-78-2, Nimesulide 51803-78-2D, 
Nimesulide, metabolites 53597-27-6, Fendosal 59804-37-4, Tenoxicam 
59804-37-4D, Tenoxicam, metabolites 62992-61-4, Etersalate 71125-38-7, 
Meloxicam 71125-38-7D, Meloxicam, metabolites 74103-06-3, Ketorolac 
74103-06-3D, Ketorolac, metabolites 111406-87-2, Zileuton 
111406-87-2D, Zileuton, metabolites 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT 7440-70-2, Calcium, biological studies 39391-18-9, Cyclooxygenase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
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DN 118:175822 

TI Cure for diabetes, bronchitis, 
IN Carantinos, Spyros 
PA Australia 

SO Pat. Specif. (Aust.), 11 pp. 

CODEN: ALXXAP 
DT Patent 
LA English 
IC ICM A61K031-19 

ICS A61K033-30; A61K031-215 
CC 63-6 (Pharmaceuticals) 
FAN.CNT 1 

PATENT NO. KIND DATE 



arthritis, and arteriosclerosis 



APPLICATION NO. DATE 



PI AU 629520 B2 19921008 AU 1988-26677 19881208 

AU 8826677 Al 19890608 

PRAI AU 1987-5803 19871208 

AB A pharmaceutical contg. ferric ammonium citrate in admixt. with ZnO and 
optionally including aspirin, NaHC03, and citric acid is effective in 
treating arthritis, bronchitis, diabetes, arteriosclerosis, broken bones, 
Parkinson's disease, high blood cholesterol, liver cirrhosis, and 
enlargement of the prostate gland. 

ST ferric ammonium citrate zinc oxide pharmaceutical 

IT Antiarteriosclerotics 

Anticholesteremics and Hypolipemics 
Antidiabetics and Hypoglycemics 

(ferric ammonium citrate and zinc oxide as) 

IT Cirrhosis 

Parkinsonism 

(treatment of, ferric ammonium citrate and zinc oxide for) 
IT Inflammation inhibitors 

(antiarthritics, ferric ammonium citrate and zinc oxide as) 
IT Prostate gland 

(disease, hyperplasia, treatment of, ferric ammonium citrate and zinc 

oxide for) 
IT Bronchi 

(diseases, bronchitis, treatment of, ferric ammonium citrate and zinc 
oxide for) 
IT Bone, disease 

(fracture, treatment of, ferric ammonium citrate and zinc oxide for) 
IT 50-78-2, Aspirin 59-43-8, Vitamin Bl, biological studies 

77-92-9, Citric acid, biological studies 94-20-2, Chlorpropamide 
144-55-8, Sodium bicarbonate, biological studies 
RL: BIOL (Biological study) 

(pharmaceuticals contg. ferric ammonium citrate and zinc oxide and, for 
treatment of infections and immune diseases) 
IT 1314-13-2, Zinc oxide, biological studies 
RL: BIOL (Biological study) 

(pharmaceuticals contg. ferric ammonium citrate and, for treatment of 
infections and immune diseases) 
IT 1185-57-5, Ferric ammonium citrate 
RL: BIOL (Biological study) 

(pharmaceuticals contg. zinc oxide and, for treatment of infections and 
immune diseases) 



AN 1998:700744 CAPLUS 
DN 130:60774 

TI Nonsteroidal anti-inflammatory drugs increase tumor necrosis factor 

production in the periphery but not in the central nervous system in mice 
and rats 

AU Sacco, Silvano; Agnello, Davide; Sottocorno, Marcello; Lozza, Gianluca; 

Monopoli, Angela; Villa, Pia; Ghezzi, Pietro 
CS Laboratory of Neuroimmunology, "Mario Negri" Institute for Pharmacological 

Research, Milan, 20157, Italy 
SO Journal of Neurochemistry (1998), 71(5), 2063-2070 

CODEN: J0NRA9; ISSN: 0022-3042 
PB Lippincott-Raven Publishers 
DT Journal 
LA English 
CC 1-7 (Pharmacology) 

AB Nonsteroidal anti-inflammatory drugs (NSAIDs) , which inhibit 

prostaglandin (PG) synthesis, augment prodn. of tumor necrosis factor 

(TNF) in most exptl . models. We investigated the effect of two 
NSAIDsr indomethacin and ibuprofen, on the prodn. of TNF in the 
CNS induced by intracerebroventricular injection of lipopolysaccharide 

(LPS). Indomethacin and ibuprofen, administered i.p., augmented (three- 
to ninefold) the levels of TNF in serum and peripheral organs of mice 
injected i.p. with LPS and in rats with adjuvant arthritis (up to a 
sevenfold increase) . However, NSAIDs (i.p. or 

intracerebroventricularly) did not increase brain TNF prodn. induced by 
i.v. LPS. In fact, indomethacin decreased (1.4-1.8-fold) TNF levels in 
the spinal cord of rats with exptl. autoimmune encephalomyelitis and in 
the cortex of rats with focal cerebral ischemia. Systemic 
administration of iloprost inhibited serum TNF levels after i.p. LPS, 
whereas intracerebroventricular injection of iloprost or PGE2 did not 
inhibit brain TNF induced by intracerebroventricular LPS. Both peripheral 
and central TNF productions were inhibited by cAMP level-elevating agents 
or dexamethasone. Thus, a PG-driven neg. feedback controls TNF prodn. in 
the periphery but not in the CNS. 

ST antiinflammatory NSAIDs TNF peripheral central nervous system 

IT Ant i- inflammatory agents 
Brain 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
IT Tumor necrosis factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
IT Encephalomyelitis 

(autoimmune; NSAIDs increase TNF prodn. in peripheral but not 

central nervous system in mice and rats) 
IT Nervous system 

(central; NSAIDs increase TNF prodn. in peripheral but not 

central nervous system in mice and rats) 
IT Brain, disease 

(ischemia; NSAIDs increase TNF prodn. in peripheral 

but not central nervous system in mice and rats) 
IT Anti-inflammatory agents 

(nonsteroidal; NSAIDs increase TNF prodn. in peripheral but 

not central nervous system in mice and rats) 
IT Nervous system 

(peripheral; NSAIDs increase TNF prodn. in peripheral but not 

central nervous system in mice and rats) 
IT 53-86-1, Indomethacin 15687-27-1, Ibuprofen 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 



(Uses) 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
IT 60-92-4, CAMP 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
RE.CNT 49 THERE ARE 49 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Aggarwal, B; J Biol Chem 1985, V260, P2345 CAPLUS 

(2) Asanuma, M; Neurosci Lett 1997, V225, P109 CAPLUS 

(3) Bagby, G; J Appl Physiol 1994, V77, P1542 CAPLUS 

(4) Benigni, F; Mol Med 1995, VI, P568 CAPLUS 

(5) Breder, C; J Comp Neurol 1993, V337, P543 CAPLUS 

(6) Breitner, J; Annu Rev Med 1996, V47, P401 CAPLUS 

(7) Brosnan, C; Neurology 1995, V45(Suppl 6), PS16 

(8) Bruce, A; Nature Med 1996, V2, P788 CAPLUS 

(9) Di Santo, E; Cytokine 1997, V9, P300 CAPLUS 

(10) Di Santo, E; Eur J Pharmacol 1997, V336, P197 CAPLUS 

(11) Di Santo, E; Neuroimmunomodulation 1995, V2, P149 CAPLUS 

(12) Dickson, D; Glia 1993, V7, P75 MEDLINE 

(13) Dinarello, C; Am J Med 1982, V72, P799 CAPLUS 

(14) Dinarello, C; Rev Infect Dis 1988, VIO, P168 CAPLUS 

(15) Faggioni, R; Infect Immun 1995, V63, P1473 CAPLUS 

(16) Fattori, E; J Exp Med 1994, V180, P1243 CAPLUS 

(17) Gahring, L; Neuroimmunomodulation 1996, V3, P289 CAPLUS 

(18) Grundmann, H; J Infect Dis 1992, V165, P501 CAPLUS 

(19) Haley, T; Br J Pharmacol 1957, V12, P12 CAPLUS 

(20) Honda, A; J Biol Chem 1993, V268, P7759 CAPLUS 

(21) Irani, D; J Immunol 1997, V158, P2318 CAPLUS 

(22) Knudsen, P; J Immunol 1986, V137, P3189 CAPLUS 

(23) Lipton, J; Peptides 1991, V12, P795 CAPLUS 

(24) Liu, T; Stroke 1994, V25, P1481 CAPLUS 

(25) Martich, G; J Exp Med 1991, V173, P1021 CAPLUS 

(26) Meistrell, M; Shock 1997, V8, P341 

(27) Mengozzi, M; Immunology 1994, V82, P207 CAPLUS 

(28) Mustafa, M; Am J Dis Child 1990, V144, P883 MEDLINE 

(29) Mustafa, M; J Clin Invest 1989, V84, P1253 CAPLUS 

(30) Nataf, S; Acta Neurol Scand 1993, V88, P97 CAPLUS 

(31) Noel, P; Life Sci 1990, V47, P1023 CAPLUS 

(32) Olsson, T; Neurology 1995, V45(Suppl 6), PSll 

(33) Reder, A; J Neuroimmunol 1994, V54, P117 CAPLUS 

(34) Renz, H; J Immunol 1988, V141, P2388 CAPLUS 

(35) Ruddle, N; J Exp Med 1990, V172, P1193 CAPLUS 

(36) Saez-Llorens, X; Animicrob Agents Chemother 1990, V34, P837 CAPLUS 

(37) Saukkonen, K; J Exp Med 1990, V171, P439 CAPLUS 

(38) Schooltink, H; FEBS Lett 1992, V314, P280 CAPLUS 

(39) Selmaj, K; Neurology 1995, V45(Suppl 6), PS44 

(40) Shigeno, T; Surg Neurol 1985, V24, P47 MEDLINE 

(41) Sironi, M; Int J Immunopharmacol 1992, V14, P1045 CAPLUS 

(42) Sommer, N; Nature Med 1995, VI, P244 CAPLUS 

(43) Spengler, R; Infect Immun 1989, V57, P2837 CAPLUS 

(44) Stewart, W; Neurology 1997, V48, P626 MEDLINE 

(45) Sugimoto, Y; J Biol Chem 1992, V267, P6463 CAPLUS 

(46) Sugimoto, Y; Neuroscience 1994, V62, P919 CAPLUS 

(47) van der Poll, T; J Immunol 1995, V155, P5397 CAPLUS 

(48) Watabe, A; J Biol Chem 1993, V268, P20175 CAPLUS 

(49) Zuckerman, S; Eur J Immunol 1989, V19, P301 CAPLUS 



=> 



AN 1998:605885 CAPLUS 
DN 129:339797 

TI Influence of aspirin on nerve injury of experimental cerebral 
ischemia in rabbits 

AU Liu^ Shi-Xiang; Hou, Jing-Bian; Yang, Qing-Zhou; Zhang, Jia-Lin; Huang, 

Li-Chun; Liang, Yan 
CS Dep. Neurol., Kunming Gen. Hosp,, Kuraming, 650032, Peep. Rep. China 
SO Zhongguo Bingli Shengli Zazhi (1997), 13(2), 162-164 

CODEN: ZBSZEB; ISSN: 1000-4718 
PB Jinan Daxue 
DT Journal 
LA Chinese 
CO 1-11 (Pharmacology) 

AB Platelet play an important role in cerebral ischemial nerve 

injury. Aspirin (ASA) had been used to treat and prevent stroke in 

clinic. 30 Rabbits were randomly divided into A, B and C groups. In 

group A ASA was given orally at a daily dosage of 15 mg/kg per rabbit for 

5 days before cerebral ischemia; group B 

cerebral ischemia without giving ASA, and group C was 

normal rabbits as controls. The cerebral ischemial model was 

produced by occluding bilateral carotid arteries and bleeding from femoral 

artery. The results indicated that there was an obvious decrease of 

platelet aggregation and TXA2 and had no significance changes in free 

radicals increasing and Ca2+ rising from cerebral tissue in 

group A. The cerebral edema of group A was less severe than 

group B. It seemed that ASA had a protective effect on the nerve injury 

of cerebral ischemia. The derangement of ASA, 

platelet, free radicals and calcium ions interrelation and their 
significance on the nerve injury should be further studied. 
ST aspirin nerve injury brain ischemia TXA2 
IT Brain, disease 

(cerebral cortex, ischemia; influence of aspirin on 
nerve injury of exptl . cerebral ischemia in 
rabbits) 

IT Platelet aggregation inhibitors 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
IT Nerve, disease 

(injury; influence of aspirin on nerve injury of exptl. 
cerebral ischemia in rabbits) 
IT Cytoprotective agents 

(neuroprotectants; influence of aspirin on nerve injury of exptl. 
cerebral ischemia in rabbits) 
IT 50-78-2, Aspirin 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
IT 57576-52-0, Thromboxane A2 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
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TI Diaspirin cross-linked hemoglobin resuscitation improves cerebral 

perfusion after head injury and shock 
AU Chappell, James E. ; McBride, Whitney J.; Shackford, Steven R. 
CS Department Surgery, University Vermont, Burlington, VT, 05401, USA 
SO Journal of Trauma: Injury, Infection, and Critical Care (1996), 41(5), 

781-788 

CODEN: JOTRFA; ISSN: 1079-6061 
PB Williams & Wilkins 
DT Journal 
LA English 
CC 1-12 (Pharmacology) 

AB Shock assocd- with traumatic brain injury (TBI) doubles the mortality of 
TBI alone by inducing a secondary ischemic injury. Rapid correction of 
cerebral perfusion pressure (CPP) is thought to be essential to improving 
outcome. Diaspirin cross-linked Hb (DCLHb) has been shown to improve 
cerebral blood flow, increase mean arterial pressure (MAP) , and reduce 
lesion size in models of occlusive cerebral ischemia but has not been 
evaluated in a model of TBI combined with hemorrhagic shock. The authors 
studied the effects of DCLHb resuscitation in a porcine model of cryogenic 
TBI and hemorrhagic shock (MAP = 50 mmHg) . After combined insults, 
animals were randomized to receive a bolus of 4 mL/kg of either lactated 
Ringer's soln. or DCLHb. Lactated Ringer's soln. was then infused in both 
groups to maintain MAP at basel ine . Shed blood was returned 1 h after the 
initiation of resuscitation (Rl) . Animals were studied for 24 h. DCLHb 
infusion resulted in a significantly greater MAP at Rl and R24 (95 vs. 82 
and 99 vs. 85 ram Hg, resp.) and a significantly greater CPP at Rl and R24 
(83 vs. 68 and 89 vs. 71 mm Hg, resp.). Intracranial pressure was lower/' 
in the DCLHb group, but this difference was not significant. There was no 
significant difference between the groups in cerebral oxygen delivery. 
DCLHb animals required less fluid to maintain MAP (12, 094 vs. 15,542 mL) . 
These data suggest that DCLHb is beneficial in the early resuscitation of 
head injury and shock and that further investigation is warranted. 

ST diaspirin crosslinked Hb brain trauma shock; resuscitation 
hemorrhagic shock diaspirin crosslinked Hb 

IT Hemoglobins 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(crosslinked, with diaspirin; diaspirin cross-linked Hb resuscitation 
improves cerebral perfusion after head injury and shock) 
IT Shock (circulatory collapse) 

(hemorrhagic; diaspirin cross-linked Hb resuscitation improves cerebral 
perfusion after head injury and shock) 
IT Respiration, animal 
Respiration, animal 
Therapy 
Therapy 

(resuscitation; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT Brain, disease 

(trauma; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT 578-19-8D, Diaspirin, Hb cross-linked derivs . 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(diaspirin cross-linked Hb resuscitation improves cerebral perfusion 
after head injury and shock) 



=> 



NEWS 38 AUG 18 Simultaneous left and right truncation added to ANABSTR 



NEWS EXPRESS April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 
lyiACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus / 



FILE 'HOME' ENTERED AT 15:07:02 ON 15 SEP 2003 



=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 15:07:15 ON 15 SEP 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 14 SEP 2003 HIGHEST RN 585509-69-9 
DICTIONARY FILE UPDATES: 14 SEP 2003 HIGHEST RN 585509-69-9 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 



=> e acetominophen 



El 1 ACETOMIDO/BI 

E2 1 ACETOMIDOPHENYL/BI 

E3 0 — > ACETOMINOPHEN/BI 

E4 2 ACETOMONO/BI 

E5 1 ACETOMONOLAUR/BI 

E6 1 ACETOMONOLAURIN/BI 

E7 1 ACETOMORPHIN/BI 

E8 1 ACETOMORPHINE/BI 

E9 7 ACETOMORPHOL/BI 



ElO 


1 


ACETOMORPHOLI/BI 


Ell 


6 


ACETOMORPHOLIDE/BI 


E12 


1 


ACETOMORPHOLIDI/BI 


=> e 


acetominophen 




El 


1 


ACETOMIDO/BI 


E2 


1 


ACETOMI DO PHENYL/ B I 


E3 


0 — > 


ACETOMINOPHEN/BI 


E4 


2 


ACETOMONO/BI 


E5 


1 


ACETOMONOLAUR/ BI 


E6 


1 


ACETOMONOLAURIN/BI 


E7 


1 


ACETOMORPHIN/BI 


E8 


1 


ACETOMORPHINE/BI 


E9 


7 


ACETOMORPHOL/ BI 


ElO 


1 


ACETOMORPHOLI/BI 


Ell 


6 


ACETOMORPHOLI DE/ BI 


E12 


1 


ACETOMORPHOLI DI / BI 



=> acetominophen 

ACETOMINOPHEN IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 



=> e acetominophen 



El 




1 


ACETOMIDO/BI 


E2 




1 


ACETOMI DOPHEN YL/ BI 


E3 




0 


— > ACETOMINOPHEN/BI 


E4 




2 


ACETOMONO/BI 


E5 




1 


ACETOMONOLAUR/BI 


E6 




1 


ACETOMONOLAURIN/BI 


E7 




1 


ACETOMORPHIN/BI 


E8 




1 


ACETOMORPHINE/BI 


E9 




7 


ACETOMORPHOL/BI 


ElO 




1 


ACETOMORPHOLI/BI 


Ell 




6 


ACETOMORPHOLIDE/BI 


E12 




1 


ACETOMORPHOLI DI / BI 


=> e 


nsaid 






El 




2 


NSAF/BI 


E2 




4 


NSAH9/BI 


E3 




9 


— > NSAID/BI 


E4 




1 


NSAN/BI 


E5 




1 


NSANI/BI 


E6 




1 


NSANIDI/BI 


E7 




1 


NSANIDINE/BI 


E8 




2 


NSANTl/BI 


E9 




6 


NSAPl/BI 


ElO 




16 


NSB/BI 


Ell 




2 


NSBl/BI 


E12 




1 


NSB105/BI 


=> s 


e3 






LI 




9 


NSAID/BI 


=> d 


11 9 






LI 


ANSWER 


9 OF 9 REGISTRY COPYRIGHT : 


RN 


204298- 


06- 


'6 REGISTRY 


CN 


DNA (rat liver NSAID -regulated gene 




59 4 -nucleic acid) (9CI) (CA INDEX ] 


OTHER NAMES: 







CN 8: PN: WO0138579 PAGE: 13 claimed DNA 

FS NUCLEIC ACID SEQUENCE 

MF Unspecified 

CI MAN 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

*** STRUCTURE DIAGR/JJ^ IS NOT AVAILABLE *** 

USE 'SQD' OR 'SQIDE* FORMATS TO DISPLAY SEQUENCE *** 
1 REFERENCES IN FILE CA (1937 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1937 TO DATE) 



=> d 11 1 

LI ANSWER 1 OF 9 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 534782-70-2 REGISTRY 

CN DNA (human clone D104 gene KIAAOlOl protein cDNA plus flanks) (9CI) (CA 

INDEX NAME) 
OTHER NAMES: 

CN 2: PN: US20030100540 SEQID: 2 claimed DNA 

CN DNA (human clone D104 gene NRG-1 (NSAID regulated gene 1) protein 
cDNA plus flanks) 

FS NUCLEIC ACID SEQUENCE 
MF Unspecified 
CI MAN 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

*** USE 'SQD' OR *SQIDE* FORMATS TO DISPLAY SEQUENCE 

1 REFERENCES IN FILE CA (1937 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1937 TO DATE) 



=> e 


aspirin 




El 


1 


ASPIRALIS/BI 


E2 


1 


ASPIRDROPS/BI 


E3 


52 


~> ASPIRIN/BI 


E4 


2 


ASPIRINA/BI 


E5 


1 


ASPIRINATE/BI 


E6 


1 


ASPIRISINE/BI 


E7 


11 


ASPIRO/BI 


E8 


1 


ASPIROCH/BI 


E9 


2 


AS PI ROCHLORI NE/ BI 


ElO 


1 


ASPIROCHOLINE/BI 


Ell 


1 


ASPIROCHYL/BI 


E12 


4 


ASPIRYL/BI 



=> s e3 
L2 



52 ASPIRIN/BI 



=> e indomethacin 



El 1 
E2 1 



INDOMETACINE/BI 
INDOMETHA/BI 



E3 52 



> INDOMETHACIN/ BI 



E4 1 
E5 1 



INDOMETHACINATE/BI 



INDOMETHACINE/BI 



E6 




1 




INDOMETHACINOYL/BI 


E7 




1 




INDOMETHAPHEN/BI 


hiO 




1 




XNDOJyihjrniN/ BI 


E9 




1 




INDOMETHINE/BI 


ElO 




2 




INDOMIDE/BI 


T?1 1 

bi 1 




1 




INDOMOD/BI 


E12 




1 




INDOMOLYBDO/BI 


=> s 


e3 








L3 




52 


INDOMETHACIN/BI 


=> e 


ketoprof in 






El 




1 




KETOPROFENATO/ BI 


E2 




1 




KETOPROFENE/ BI 


E3 




0 


-> 


KETOPROFIN/ BI 


E4 




7 




KblOPKOObSl LR/ BI 


E5 




7 




KETOPROGESTERONE/ BI 


E6 




1 




KETOPRON/ BI 


E7 




1 




KETOPROP/ BI 


IT Q 




1 




Kbl OPROFAMIDE/ BI 


E9 




1 




KETOPROPAN/ BI 


ElO 




1 




KETOPROPANE/ BI 


Ell 




1 




KETOPROPANOI C/ BI 


E12 




2 




KETOPROPHEN/BI 


=> e 


ketoprofen 






El 




2 




KETOPRO/BI 


E2 




1 




KETOPROF/BI 


E3 




50 


— > 


KETOPROFEN/BI 


E4 




1 




KETOPROFENATO/ BI 


E5 




1 




KETOPROFENE/ BI 


E6 ' 




7 




KETOPROGESTER/BI 


E7 




7 




KETOPROGESTERONE/ BI 


£jO 




1 




KETOPRON/ BI 


E9 




1 




KETOPROP/BI 


ElO 




1 




KETOPROPAMIDE/BI 


hill 




1 




KETOPROPAN/ BI 


E12 




1 




KETOPROPANE/ BI 


=> s 


e3 








L4 




50 : 


KETOPROFEN/BI 


=> e 


trilisatr 






El 




4 




TRILISA/BI 


E2 




1 




TRILISATE/BI 


E3 




0 


— > 


TRILISATR/BI 


E4 




12 




TRILITH/BI 


E5 




12 




TRILITHATE/BI 


E6 




1 




TRILITHE/BI 


E7 




26 




TRILITHIO/BI 






1 




TRILITHIOAL/BI 


E9 




1 




TRILITHIOALLEN/BI 


ElO 




1 




TRILITHIOALLENYL/BI 


Ell 




2 




TRILITHIOANILINE/BI 


E12 




2 




TRILITHIOBENZENE/BI 


=> e 


trilisate 






El 




1 




TRILIS/BI 


E2 




4 




TRILISA/BI 


E3 




1 ■ 


--> 


TRILISATE/BI 


E4 




12 




TRILITH/BI 


E5 




12 




TRILITHATE/BI 



E6 1 TRILITHE/BI 

E7 26 TRILITHIO/BI 

E8 1 TRILITHIOAL/BI 

E9 1 TRILITHIOALLEN/BI 

ElO 1 TRILITHIOALLENYL/BI 

Ell 2 TRILITHIOANILINE/BI 

E12 2 TRILITHIOBENZENE/BI 

=> s e3 

L5 1 TRILISATE/BI 

=> s salicylamide 

L6 1158 SALICYLAMIDE 

=> s sodium salicylate 
274664 SODIUM 

2322 SALICYLATE 
L7 30 SODIUM SALICYLATE 

( SODIUM (W) SALICYLATE) 

=> s salicylic acid 

6741 SALICYLIC 
6074610 ACID 
L8 6694 SALICYLIC ACID 

(SALICYLIC (W) ACID) 

=> dhis 

DHIS IS NOT A RECOGNIZED COMMAND 

The previous conimand name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> his 

HIS IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> d his 

(FILE 'HOME* ENTERED AT 15:07:02 ON 15 SEP 2003) 
FILE 'REGISTRY' ENTERED AT 15:07:15 ON 15 SEP 2003 







E 


ACETOMINOPHEN 






E 


ACETOMINOPHEN 






E 


ACETOMINOPHEN 






E 


NSAID 


LI 


9 


S 


E3 






E 


ASPIRIN 


L2 


52 


S 


E3 






E 


INDOMETHACIN 


L3 


52 


S 


E3 






E 


KETOPROFIN 






E 


KETOPROFEN 


L4 


50 


S 


E3 






E 


TRILISATR 






E 


TRILISATE 


L5 


1 


S 


E3 


L6 


1158 


s 


SALICYLAMIDE 


L7 


30 


s 


SODIUM SALICYLATE 


L8 


6694 


s 


SALICYLIC ACID 



=> e acetominophen 



El 


1 


ACETOMIDO/BI 


E2 


1 


ACETOMI DOPHENYL/ BI 


E3 


0 


— -> ACETOMINOPHEN/ BI 


E4 


2 


ACETOMONO/BI 


E5 


1 


ACETOMONOLAUR/ BI 


E6 


1 


ACETOMONOLAURIN/ BI 


E7 


1 


ACETOMORPHIN/BI 


E8 


1 


ACETOMORPHINE/BI 


E9 


7 


ACETOMORPHOL/BI 


ElO 


1 


ACETOMORPHOLI / BI 


Ell 


6 


ACETOMORPHOLI DE/ BI 


E12 


1 


ACETOMORPHOLI DI / BI 



=> e acetaminophen 
El 
E2 
E3 
E4 
E5 
E6 
E7 
E8 
E9 
ElO 
Ell 
E12 



1 ACETAMINOMETHYLBENZENESULFON/BI 
1 ACETAMINOMETHYLBENZENESULFONYL/BI 
130 —> ACETAMINOPHEN/ BI 

ACETAMINOPHENACYL/BI 
ACETAMINOPHENACYLMETHYL/ BI 
ACETAMINOPHENOL/BI 
ACETAMINOPHENOXAZIN/BI 
ACETAMINOPHENOXY/BI 
ACETAMINOPHENOXYACET/BI 
ACETAMINOPHENOXYACETAMIDE/BI 
ACETAMINOPHENOXYETHYL/BI 
ACETAMINOPHENOXYMETHYL/BI 



1 
1 

16 
1 

16 
1 
1 
1 
3 



=> 
L9 



s e3 



130 ACETAMINOPHEN/BI 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
58.18 



TOTAL 
SESSION 
58.39 



FILE 'CAPLUS' ENTERED AT 15:20:03 ON 15 SEP 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 15 Sep 2003 VOL 139 ISS 12 
FILE LAST UPDATED: 14 Sep 2003 (20030914/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> d his 



(FILE 'HOME' ENTERED AT 15:07:02 ON 15 SEP 2003) 



FILE 'REGISTRY* ENTERED AT 15:07:15 ON 15 SEP 2003 







E 


ACETOMINOPHEN 






£ 


ACETOMINOPHEN 






E 


ACETOMINOPHEN 






E 


NSAID 


LI 


9 


S 


E3 






E 


ASPIRIN 


L2 


52 


S 


E3 






E 


INDOMETHACIN 


L3 


52 


S 


E3 






E 


KETOPROFIN 






E 


KETOPROFEN 


L4 


50 


S 


E3 






E 


TRILISATR 






E 


TRILISATE 


L5 


1 


S 


E3 


L6 


1158 


S 


SALICYLAMIDE 


L7 


30 


s 


SODIUM SALICYLATE 


L8 


6694 


s 


SALICYLIC ACID 






E 


ACETOMINOPHEN 






E 


ACETAMINOPHEN 


L9 


130 


S 


E3 



FILE 'CAPLUS* ENTERED AT 15:20:03 ON 15 SEP 2003 
=> s 12 

LIO 17725 L2 

=> s ens 

Lll 28561 CNS 

=> d 110 and 111 

Lll IS NOT VALID HERE 

For an explanation, enter "HELP DISPLAY". 

=> s 110 and 111 

L12 28 LIO AND Lll 

=> d 112 10-28 

L12 ANSWER 10 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1998:780621 CAPLUS 
DN 130:232124 

TI Peripheral administration of novel anti-inf lammatories can attenuate the 
effects of chronic inflammation within the CNS [central nervous 
system] 

AU Hauss-Wegrzyniak, Beatrice; Willard, Lauren B. ; Del Soldato, Piero; Pepeu, 

Giancarlo; Wenk, Gary L. 
CS Memory and Aging, Division of Neural Systems, Arizona Research 

Laboratories, University of Arizona, Tucson, AZ, 85724, USA 
SO Brain Research (1999), 815(1), 36-43 

CODEN: BRREAP; ISSN: 0006-8993 
PB Elsevier Science B-V. 
DT Journal 
LA English 

RE.CNT 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L12 ANSWER 11 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1998:43243 CAPLUS 
DN 128:149902 



TI Modulation of Brewer's yeast-induced peripheral inflammation and 

nociception in rats by centrally administered prostaglandins and their 
inhibitors 

AU Here, S. K, ; Dumka, V. K. ; Tandan, S. K. ; Tripathi, H. C; Kumar, Dinesh 
CS Division of Pharmacology and Toxicology, Indian Veterinary Research 

Institute, Izatnagar, 243 122, India 
SO Indian Journal of Pharmacology (1997), 29(6), 416-419 

CODEN: INJPD2; ISSN: 0253-7613 
PB Indian Pharmacological Society 
DT Journal 
LA English 

RE.CNT 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L12 ANSWER 12 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1996:646511 CAPLUS 
DN 125:276575 

TI Preparation of arginine analogs having nitric oxide synthase inhibitor 
activity 

IN Broquet, Colette; Chabrier, De Lassauniere, Pierre-Etienne 
PA Societe De Conseils De Recherches Et D * application, Fr. 
SO PCT Int. Appl., 32 pp. 

CODEN: PIXXD2 
DT Patent 
LA French 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 


9627593 


Al 


19960912 




WO 1996-FR337 


19960304 






W: AL, AM, 


AT, AU, 


AZ, BB, 


BG, 


BR, BY, CA, CH, CN, 


CZ, DE, 


DK, 




ES, FI, 


GB, GE, 


HU, IS, 




KE, KG, KP, KR, KZ , 


LK, LR, 


LS, 




LU, LV, 


MD, MG, 


MK, MN, 


MW, 


MX, NO, NZ, PL, PT, 


RO, RU, 


SD, 




SG, SI 
















RW: KE, LS, 


MW, SD, 


SZ, UG, 


AT, 


BE, CH, DE, DK, ES, 


FI, FR, 


GB, 




IE, IT, 


LU, MC, 


NL, PT, 


SE, 


BF, BJ, CF, CG, CI, 


CM, GA, 


GN 


CA 


2215476 


AA 


19960912 




CA 1996-2215476 


19960304 




AU 


9649479 


Al 


19960923 




AU 1996-49479 


19960304 




AU 


700871 


B2 


19990114 










EP 


813529 


Al 


19971229 




EP 1996-905907 


19960304 




EP 


813529 


31 


20020911 












R: AT, BE, 


CH, DE, 


DK, ES, 


FR, 


GB, IT, LI, NL, SE, 


IE, SI, 


LT, 


CN 


1179774 


A 


19980422 




CN 1996-192885 


19960304 




CN 


1071328 


B 


20010919 










JP 


11501043 


T2 


19990126 




JP 1996-526657 


19960304 




RU 


2168493 


C2 


20010610 




RU 1997-116496 


19960304 




AT 


223907 


E 


20020915 




AT 1996-905907 


19960304 




CZ 


290747 


B6 


20021016 




CZ 1997-2687 


19960304 




SK 


282664 


B6 


20021106 




SK 1997-1121 


19960304 




ES 


2182964 


T3 


20030316 




ES 1996-905907 


19960304 




US 


5972940 


A 


19991026 




US 1997-913455 


19970910 




HK 


1013777 


Al 


20020705 




HK 1998-110921 


19980924 




PRAI GB 


1995-4350 


A 


19950304 










WO 


1996-FR337 


W 


19960304 











OS MARPAT 125:276575 



L12 ANSWER 13 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 

AN 1996:245721 CAPLUS 

DN 125:48415 

TI Effect of NM441 and its active form on GABA receptor binding 

AU Hori, Seiji; Shimada, Jingoro 

CS Div. Clin. Pharmacol. Inst. Med. Sci., St. Marianna Univ. Sch. Med- 
Kawasaki, 216, Japan 



so Nippon Kagaku Ryoho Gakkai Zasshi (1996), 44(Suppl. 1), 97-101 

CODEN: NKRZE5; ISSN: 1340-7007 
DT Journal 
LA Japanese 

L12 ANSWER 14 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1995:365390 CAPLUS 
DN 122:204992 

TI Neuronal expression of FOS protein in the nucleus tractus solitarii and 
the dorsal motor nucleus of the vagus nerve after i.p. injection of 
ulcerogenic aspirin 

AU Takahashi, Akio; Miura, Mitsuhiko 

CS Department of Physiology 1st Division, Gunma University School of 
Medicine, 3-39-22 Showa-machi, Maebashi-shi, 371, Japan 

SO Neuroscience Letters (1995), 185(3), 214-16 
CODEN: NELED5; ISSN: 0304-3940 

PB Elsevier 

DT Journal 

LA English 

L12 ANSWER 15 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1994:499126 CAPLUS 
DN 121:99126 

TI Mechanism of quinolone-induced convulsion and anticonvulsant effect of 

barbiturate for this seizure 
AU Kanemitsu, Keiji 

CS Dep. Intern. Med. and Lab. Med., St. Marianna Univ. Sch. Med., Kawasaki, 
216, Japan 

SO Sei Marianna Ika Daigaku Zasshi (1993), 21(6), 1177-85 
CODEN: SMIZDS; ISSN: 0387-2289 

DT Journal 
LA Japanese 

L12 ANSWER 16 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1993:573380 CAPLUS 
DN 119:173380 

TI Acetylsalicylic acid and related compounds depress nociceptive activity in 
the thalamus by a central action: indications for the involvement of 
prostaglandins 

AU Jurna, I. 

CS Inst. Pharmakol. Toxikol., Univ. Saarlandes, Horaburg/Saar , D-6650, Germany 
SO Progress in Pharmacology and Clinical Pharmacology (1993), 10(1), 51-68 

CODEN: PPCPEP; ISSN: 0934-9545 
DT Journal; General Review 
LA English 

L12 ANSWER 17 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1992:676 CAPLUS 
DN 116:676 

TI Central analgesic effects of acetylsalicylic acid in healthy men 
AU Bromm, B.; Rundshagen, I.; Scharein, E. 

CS Inst. Physiol., Univ. Hosp. Eppendorf, Hamburg, W-2000/20, Germany 
SO Arzneimittel-Forschung (1991), 41(11), 1123-9 

CODEN: ARZNAD; ISSN: 0004-4172 
DT Journal 
LA English 

L12 ANSWER 18 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1990:91116 CAPLUS 
DN 112:91116 

TI Effects of pentazocine and acetylsalicylic acid on pain-rating, 
pain-related evoked potentials and vigilance in relationship to 



pharmacokinetic parameters 
AU Kobal, G.; Hummel, C. ; Nuernberg, B. ; Brune, K. 

CS Inst. Pharmakol. Toxikol., Univ. Erlangen-Nuernberg, Erlangen, D-8520, 
Germany 

SO Agents and Actions (1990), 29(3-4), 342-59 

CODEN: AGACBH; ISSN: 0065-4299 
DT Journal 
LA English 

L12 ANSWER 19 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1987:60703 CAPLUS 
DN 106:60703 

TI In vitro metabolism of teratogens by differentiating rat embryo cells 
AU Brown, L. P.; Flint, O. P.; Orton, T. C. ; Gibson, G. G. 
CS Biochem. Dep., Univ. Surrey, Guildford/Surrey, GU2 5XH, UK 
SO Food and Chemical Toxicology (1986), 24(6-7), 737-42 

CODEN: FCT0D7; ISSN: 0278-6915 
DT Journal 
LA English 

L12 ANSWER 20 OF 28 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1985:73624 CAPLUS 
DN 102:73624 

TI An in vitro assay for teratogens with cultures of rat embryo midbrain and 

limb bud cells 
AU Flint, O. P.; Orton, T. C. 

CS Saf. Med. Dep., Imp. Chem. Ind. PLC, Macclesfield/Cheshire, SKIO 4TG, UK 
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AB Shock assocd. with traumatic brain injury (TBI) doubles the mortality of 
TBI alone by inducing a secondary ischemic injury. Rapid correction of 
cerebral perfusion pressure (CPP) is thought to be essential to improving 
outcome. Diaspirin cross-linked Hb (DCLHb) has been shown to improve 
cerebral blood flow, increase mean arterial pressure (MAP), and reduce 
lesion size in models of occlusive cerebral ischemia but has not been 
evaluated in a model of TBI combined with hemorrhagic shock. The authors 
studied the effects of DCLHb resuscitation in a porcine model of cryogenic 
TBI and hemorrhagic shock (MAP = 50 mmHg) . After combined insults, 
animals were randomized to receive a bolus of 4 mL/kg of either lactated 



Ringer's soln. or DCLHb. Lactated Ringer's soln. was then infused in both 
groups to maintain MAP at baseline. Shed blood was returned 1 h after the 
initiation of resuscitation (Rl) . Animals were studied for 24 h. DCLHb 
infusion resulted in a significantly greater MAP at Rl and R24 (95 vs. 82 
and 99 vs. 85 mm Hg^ resp.) and a significantly greater CPP at Rl and R24 
(83 vs. 68 and 89 vs. 71 mm Hg, resp.). Intracranial pressure was lower 
in the DCLHb group, but this difference was not significant. There was no 
significant difference between the groups in cerebral oxygen delivery. 
DCLHb animals required less fluid to maintain MAP (12,094 vs. 15,542 mL) . 
These data suggest that DCLHb is beneficial in the early resuscitation of 
head injury and shock and that further investigation is warranted. 

ST diaspirin crosslinked Hb brain trauma shock; resuscitation 
hemorrhagic shock diaspirin crosslinked Hb 

IT Hemoglobins 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(crosslinked, with diaspirin; diaspirin cross-linked Hb resuscitation 
improves cerebral perfusion after head injury and shock) 
IT Shock (circulatory collapse) 

(hemorrhagic; diaspirin cross-linked Hb resuscitation improves cerebral 
perfusion after head injury and shock) 
IT Respiration, animal 
Respiration, animal 
Therapy 
Therapy 

(resuscitation; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT Brain, disease 

(trauma; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT 578-19-8D/ Diaspirin, Hb cross-linked derivs . 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(diaspirin cross-linked Hb resuscitation improves cerebral perfusion 
after head injury and shock) 
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AB Hemodilution has been shown to increase cerebral blood flow (CBF) and 

reduce lesion vol. in models of occlusive cerebral ischemia, but it has 
not been evaluated in the setting of head trauma and 

shock in which ischemia is thought to play a role in the evolution of 
secondary injury. In a porcine model of brain injury and shock the 
authors compared hemodilution with diaspirin cross-linked Hb (DCLHb) to a 
std. resuscitation regimen using Ringer's lactate soln. and shed blood. 



After creation of a cryogenic brain injury followed by hemorrhage, the 
animals received a bolus of either 4 mL/kg of Ringer's lactate soln. 
(Group 1, six animals) or DCLHb (Group 2, six animals), followed by 
infusion of Ringer's lactate soln. to restore mean arterial pressure (MAP) 
to baseline. Group 1 received shed blood 1 h after hemorrhage (Rl) in the 
form of packed red blood cells. Group 2 received shed blood only for an 
Hb count of less than 5 g/dL. The animals were monitored for 24 h. At 
Rl, Group 2 had a significantly greater cerebral perfusion pressure ( [CPP] 
88 .+-. 5.7 vs. 68 .+-. 2.4 mm Hg, p < 0.05). By 3 h after hemorrhage 
(R3) Group 2 had a significantly lower Hb concn. (8.5 .+-. 0.4 vs. 12.1 
.+-. 0.3 g/dL, p < 0.05) and a significantly lower intracranial pressure 
([ICP] 9 .+-. 0.8 vs. 14 0.6 mm Hg, p < 0.05). The total 24-h fluid 

requirement was significantly less in Group 2 (10,654 .+-. 505 mL vs. 
15,542 .+-• 1094 mL, p < 0.05) There was no difference between the groups 
regarding levels of regional CBF in the injured hemisphere. Cerebral 02 
delivery was not significantly different between groups at any time. 
Lesion vol. as detd. at postmortem examn. was not significantly different 
between the groups. The increased MAP and CPP and lower ICP obsd. in the 
Group 2 animals indicate that hemodilution with DCLHb may be beneficial in 
the treatment of head injury and shock. 

ST hemodilution diaspirin crosslinked Hb cerebral circulation; head 
injury shock hemodilution diaspirin Hb; cerebral ischemia shock 
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IT Circulation 

(cerebral; hemodilution with diaspirin cross-linked Hb effect on 
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intracranial pressure, cerebral perfusion pressure, and fluid 
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IT Shock (circulatory collapse) 

(hemodilution with diaspirin cross-linked Hb effect on intracranial 
pressure, cerebral perfusion pressure, and fluid requirements after 
head injury and shock) 

IT Head 

(injury; hemodilution with diaspirin cross-linked Hb effect on 
intracranial pressure, cerebral perfusion pressure, and fluid 
requirements after head injury and shock) 
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(ischemia; hemodilution with diaspirin cross-linked Hb effect on 
intracranial pressure, cerebral perfusion pressure, and fluid 
requirements after head injury and shock) 
IT 578-19-8, Diaspirin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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intracranial pressure, cerebral perfusion pressure, and fluid 
requirements after head injury and shock) 
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The 


: invention is 


directed to a method 


of 


reducing the 


extent of 



infarction, particularly cerebral infarction subsequent to cerebral 
ischemia, by the administration of citicoline shortly after an ischemic 
episode and continuing daily treatment for up to about 30 days, preferably 
for at least about 6 wk. The method is useful in the treatment of stroke 
and severe head trauma patients and maximizes the 
chances for a full or substantially full recovery of the patient. 
Combination treatment regimens are also disclosed along with compns . for 
use therewith. 
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(stroke; citicoline for protecting brain tissue from cerebral 
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AB Ischemic cerebral infarcts induce hypercoagulation and 

microthrombosis, thus leading to vessel occlusion and redn. of local 
cerebral blood flow. Antiaggregant therapy can reduce the 
formation of mi cro thrombi . The authors tested the effect of 
acetylsalicylic acid (ASA) and triflusal (2-acetoxy-4-tri- 
f luoromethylbenzonic acid) on the formation of microthrombi after middle 
cerebral artery (MCA) occlusion. Six groups of rats, each 
consisting of six animals received either ASA or triflusal at dosages of 
12.5, 25, or 50 mg/L 1000 g b.wt./day. One control group was 
sham-operated, in another control group MCA occlusion was performed; both 
groups received no therapy. The no. of microthrombi was counted 7 days 
after MCA occlusion on paraffin sections. The highest no. of microthrombi 
was found in the group with MCAO and without therapy (mean 28 
microthrombi/animal) . In treated groups a redn. of the no. of 
microthrombi could be stated. The strongest redn. was achieved in the 
group treated with 12.5 mg triflusal (mean 5.2). No difference in the no. 
of microthrombi was found between the groups treated with 12.5 mg 
triflusal and 50 mg ASA (mean 8.7) compared to sham-operated control 
animals (mean 4.3). Treatment with 12.5 mg triflusal was superior to 50 
mg ASA in preventing microthrombi formation. These results indicate, that 
in exptl. brain ischemia the no. of microthrombi can be 
effectively reduced by application of antiaggregatory drugs. 

ST triflusal acetylsalicyllate brain ischemia microthrombus 

IT Brain, disease or disorder 

(ischemia, brain microthrombi formation induced by, treatment 
of, with acetylsalicylate or triflusal) 

IT Thrombus and Blood clot 

(micro-, treatment of brain ischemia- induced, with 
acetylsalicylic or triflusal) 

IT 50-78-2/ Acetylsalicylic acid 322-79-2, Triflusal 
RL: BIOL (Biological study) 

(brain ischemia- induced brain microthrombus treatment with) 
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TI Diaspirin cross-linked hemoglobin resuscitation improves cerebral 

perfusion after head injury and shock 
AU Chappell, James E.; McBride, Whitney J.; Shackford, Steven R. 
CS Department Surgery, University Vermont, Burlington, VT, 05401, USA 
SO Journal of Trauma: Injury, Infection, and Critical Care (1996), 41(5), 

781-788 

CODEN: JOTRFA; ISSN: 1079-6061 
PB Williams & Wilkins 
DT Journal 
LA English 
CC 1-12 (Pharmacology) 

AB Shock assocd. with traumatic brain injury (TBI) doubles the mortality of 
TBI alone by inducing a secondary ischemic injury. Rapid correction of 
cerebral perfusion pressure (CPP) is thought to be essential to 
improving outcome. Diaspirin cross-linked Hb (DCLHb) has been shown to 
improve cerebral blood flow, increase mean arterial pressure 
(MAP), and reduce lesion size in models of occlusive cerebral 
ischemia but has not been evaluated in a model of TBI combined 
with hemorrhagic shock. The authors studied the effects of DCLHb 
resuscitation in a porcine model of cryogenic TBI and hemorrhagic shock 
(MAP = 50 mmHg) . After combined insults, animals were randomized to 
receive a bolus of 4 mL/kg of either lactated Ringer *s soln. or DCLHb. 
Lactated Ringer's soln. was then infused in both groups to maintain MAP at 



baseline. Shed blood was returned 1 h after the initiation of 
resuscitation (Rl) . Animals were studied for 24 h. DCLHb infusion 
resulted in a significantly greater MAP at Rl and R24 (95 vs. 82 and 99 
vs. 85 nun Hg, resp.) and a significantly greater CPP at Rl and R24 (83 vs. 
68 and 89 vs. 71 mm Hg, resp.). Intracranial pressure was lower in the 
DCLHb group, but this difference was not significant. There was no 
significant difference between the groups in cerebral oxygen 
delivery. DCLHb animals required less fluid to maintain MAP (12,094 vs. 
15,542 mL) . These data suggest that DCLHb is beneficial in the early 
resuscitation of head injury and shock and that further investigation is 
warranted. 

ST diaspirin crosslinked Hb brain trauma shock; resuscitation hemorrhagic 

shock diaspirin crosslinked Hb 
IT Hemoglobins 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(crosslinked, with diaspirin; diaspirin cross-linked Hb resuscitation 
improves cerebral perfusion after head injury and shock) 
IT Shock (circulatory collapse) 

(hemorrhagic; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT Respiration, animal 
Respiration, animal 
Therapy 
Therapy 

(resuscitation; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT Brain, disease 

(trauma; diaspirin cross-linked Hb resuscitation improves 
cerebral perfusion after head injury and shock) 
IT 578-19-8D, Diaspirin, Hb cross-linked derivs . 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(diaspirin cross-linked Hb resuscitation improves cerebral 
perfusion after head injury and shock) 
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TI Influence of aspirin on nerve injury of experimental cerebral 
ischemia in rabbits 

AU Liu, Shi-Xiang; Hou, Jing-Bian; Yang, Qing-Zhou; Zhang, Jia-Lin; Huang, 

Li-Chun; Liang, Yan 
CS Dep. Neurol., Kunming Gen. Hosp., Kumming, 650032, Peop. Rep. China 
SO Zhongguo Bingli Shengli Zazhi (1997), 13(2), 162-164 

CODEN: ZBSZEB; ISSN: 1000-4718 
PB Jinan Daxue 
DT Journal 
LA Chinese 
CC 1-11 (Pharmacology) 

AB Platelet play an important role in cerebral ischemial nerve 

injury. Aspirin (ASA) had been used to treat and prevent stroke in 

clinic. 30 Rabbits were randomly divided into A, B and C groups. In 

group A ASA was given orally at a daily dosage of 15 mg/kg per rabbit for 

5 days before cerebral ischemia; group B 

cerebral ischemia without giving ASA, and group C was 

normal rabbits as controls. The cerebral ischemial model was 



produced by occluding bilateral carotid arteries and bleeding from femoral 

artery. The results indicated that there was an obvious decrease of 

platelet aggregation and TXA2 and had no significance changes in free 

radicals increasing and Ca2+ rising from cerebral tissue in 

group A. The cerebral edema of group A was less severe than 

group B. It seemed that ASA had a protective effect on the nerve injury 

of cerebral ischexoia. The derangement of ASA, 

platelet, free radicals and calcium ions interrelation and their 
significance on the nerve injury should be further studied. 
ST aspirin nerve injury brain ischemia TXA2 
IT Brain, disease 

(cerebral cortex, ischemia; influence of aspirin on 
nerve injury of exptl. cerebral ischemia in 
rabbits ) 

IT Platelet aggregation inhibitors 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
IT Nerve, disease 

(injury; influence of aspirin on nerve injury of exptl. 
cerebral ischemia in rabbits) 
IT Cytoprotective agents 

(neuroprotectants; influence of aspirin on nerve injury of exptl. 
cerebral ischemia in rabbits) 
IT 50-78-2, Aspirin 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
IT 57576-52-0, Thromboxane A2 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
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TI Chimeric compounds co-inducing cholinergic up-regulation and inflammation 

down-regulation, and use for treatment and/or prevention of central 

nervous system diseases 
IN Amitai, Gabriel; Adani, Rachel; Rabinovitz, Ishai; Sod-Moriah, Gali; 
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PA Israel Institute for Biological Research, Israel 
SO PCT Int. Appl., 139 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2002065977 A2 20020829 WO 2002-IL122 20020217 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






























RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 



BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
US 2002160988 Al 20021031 US 2001-906952 20010716 

PRAI US 2001-269343P P 20010220 
US 2001-906952 A 20010716 

OS MARPAT 137:195592 



L26 
AN 
DN 
TI 



2 CAPLUS 
CAPLUS 



COPYRIGHT 2003 ACS on STN 



ANSWER 2 OF 
2002:488246 
137:57576 

Methods and compositions using ion-dependent cotransporter modulators for 
treating conditions of the central and peripheral nervous systems using 
non-synaptic mechanisms 
IN Hochman, Daryl W. 
PA Cytoscan Sciences L.L.C., USA 

SO U.S. Pat. Appl. Publ., 29 pp., Cont . -in-part of U.S. Ser. No. 470,637. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 2 

PATENT 



NO. 



KIND DATE 



APPLICATION NO. 



DATE 



PI 



US 2002082252 Al 20020627 

US 6495601 Bl 20021217 

PRAI US 1998-113620P P 19981223 

US 1999-470637 A2 19991222 

US 2001-263830P P 20010123 



US 2002-56528 
US 1999-470637 



20020123 
19991222 



=> d 19 

YOU HAVE REQUESTED DATA FROM FILE 'REGISTRY' - 



CONTINUE? (Y)/N:n 



=> s 19 

L27 10826 L9 

=> s 15 

L28 46 L5 

=> d 128 20-46 



L28 ANSWER 20 OF 4 6 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1996:367739 CAPLUS 
DN 125:19043 

TI Bioadhesive-wound healing composition 
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TI Drug effects on electrically induced extensor seizures and clinical 
implications 

AU Chen, Graham; Ensor, Charles R. ; Bohner, Barbara 
CS Parke, Davis and Co., Ann Arbor, MI, USA 

SO Archives Internationales de Pharmacodynamie et de Therapie (1968), 172(1), 
183-218 

CODEN: AIPTAK; ISSN: 0003-9780 

DT Journal 
LA English 

CC 15 (Pharmacodynamics) 

AB The central nervous system depressants (CNS depressants) produce 
an elevation of the extensor-seizure threshold (ExST) in mice to 
electroshock . The ExST raising action at non-neurotoxic doses is an 
essential property of drugs for grand mal epilepsy. The different types 
of CNS depressants caused a maximal increase in ExST of mice at 
doses that produced different degrees of central depression. The relation 
between ExST and the degree of depression may be taken for the 
characterization of the various types of CNS depressants. The 
excitants and those drugs having both a central stimulating and depressant 
action also produced an increase of ExST. On the other hand, the 
convulsants which do not possess a depressant component lowered the ExST 
at subconvulsive doses. A lowering of ExST was obtained with some other 
CNS depressants. Reserpine and tetrabenazine were the most 
active; their effect was dose dependent. Chlorpromazine, haloperidol, and 
a no. of other major tranquilizers produced a slight lowering of the ExST 
at low doses but an elevation of ExST at higher doses. The ExST lowering 
effect of the major tranquilizers may be related to the extrapyramidal 
syndrome seen in subjects under therapy with these drugs. The effect on 
ExST of reserpine or tetrabenazine was a useful indicator for testing the 
activity of monoamine oxidase inhibitors and for investigating the 
pharmacology of the biogenic amines in the central nervous system. A 
dichotomy was observed between the sympathetic drugs and the 
parasympathetic drugs in their effects on elec. induced extensor seizure 
(ExS) in mice: the sympathomimetics and the anticholinergics caused an 



increase in ExST while the parasympathetics and the adrenergic blockers 
lowered it. Different mechanisms were involved in the elevation of ExST 
by the various drugs. In reserpinized mice, diphenylhydantoin, 
amphetamine, hyoscine, and some other drugs were still effective in 
producing an increase in ExST, while acetazolamide, methazolamide, and 
oxotremorine were ineffective. Quant, studies of the combined effects of 
DPHD (diphenylhydantoin) and of amphetamine or hyoscine on extensor 
seizure showed that these drugs affect the ExST by diverse actions. 45 
references . 

ST ANTIEPILEPTIC DRUGS; ANTICONVULSANT DRUGS; DIPHENYLHYDANTOIN SEIZURES; 
DRUGS ANTIEPILEPTIC; RESERPINE SEIZURES; NERVES DEPRESSANTS 

IT Convulsions 

(psychotropic agents effect on) 

IT 50-13-5 50-35-1 50-48-6 50-49-7 50-53-3, biological studies 
50-55-5, biological studies 50-67-9, biological studies 50-78-2 
, biological studies 51-34-3 52-86-8 54-92-2 54-95-5 57-30-7 

57- 33-0 57-53-4 58-08-2, biological studies 58-25-3 58-39-9 

58- 40-2 58-46-8 60-45-7 63-84-3 64-31-3 66-05-7 66-32-0 
77-10-1 77-65-6 77-67-8 113-45-1 117-89-5 127-48-0 144-02-5 
146-54-3 300-62-9, biological studies 302-17-0, biological studies 
305-96-4 439-14-5 467-60-7 555-30-6 555-57-7 630-93-3 658-48-0 
1421-14-3 1867-66-9 3721-28-6 7632-10-2 

RL: BIOL (Biological study) 

(convulsion threshold response to) 
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TI Classification of CNS drugs by a mouse screening battery 
AU Bastian, J. W. 

CS Armour Pharmaceutical Co., Kankakee, IL 

SO Archives Internationales de Pharmacodynamie et de Therapie (1961), 133, 
347-64 

CODEN: AIPTAK; ISSN: 0003-9780 
DT Journal 
LA Unavailable 

CC 73 (Pharmacodynamics) 

AB Forty-two central nervous system (CNS) drugs and 16 nonCNS drugs 

were studied on a battery of mouse screening tests. The following 

end-points were measured in each animal: motor activity; ataxia; body 

temp.; metrazole threshold as described by Bastian, et al . (CA 54, 671h) ; 

block of Metrazole-induced extensor tonus; and time to Metrazole death. 

Twenty-four of the CNS drugs were found to raise Metrazole 

threshold. This group, made up of CNS depressants, included 

mainly hypnotics, antiepileptic drugs, and antineurotic tranquilizers. 

The remaining group of CNS drugs, which included depressants as 

well as stimulants, failed to cause an appreciable elevation of Metrazole 

threshold. Some of the stimulants lowered the threshold. None of the 16 

non-CNS drugs had any marked effect on this endpoint. Most 

drugs which elevated Metrazole threshold also caused increased motor 

activity. Most CNS depressants which did not elevate Metrazole 

threshold were found to lower body temp. Normal or elevated levels of 

motor activity were assocd. with body temps, of 99. degree. F. or higher, 

whereas low body temps, were always assocd. with low motor activities. 

This was true for drugs with a variety of types of pharmacol. effects. 

IT Polyoxymethylenes 

(nervous system response to) 

IT Pharmacology 



{of central nervous system drugs) 
IT Nervous system 

(pharmaceuticals affecting central, classification of) 
IT 5H-Tetrazoloazepine, 6, 7, 8, 9-tetrahydro- 

Ammonium, hexamethylenebis [trimethyl-, chloride 
Benzoxazole, 2-acetamnido-5-chloro- 

Benzyl alcohol, . alpha . ~ [ (2-pyridylamino) methyl] (-)- 
Carbamic acid (aminoformic acid) , 1-ethynylcyclohexyl ester 
Carbamic acid (aminoformic acid), 2-hydroxy-3- (o-methoxyphenoxy) propyl 
ester 

Carbamic acid (aminoformic acid), 2-methyl-2-propyltrimethylene ester 

meprobamate 

Carbamic acid (aminoformic acid), , alpha. , .beta , -diethyl- .beta. - 

hydroxyphenethyl ester 
Carbamic acid (aminoformic acid), . beta . -ethyl- . beta . -hydroxyphenethyl 

ester 

Carbamic acid (aminoformic acid), . beta . -hydroxyphenethyl ester 
Lysergamide, N, N-diethyl- 

(nervous system response to) 
IT 50-33-9, 3, 5-Pyrazolidinedione, 4-butyl-l, 2-diphenyl- 50-49-7, 
5H-Dibenz [b, f ] azepine, 5- [3- (dimethylamino) propyl] -10, 11-dihydro- 
50-53-3, Phenothiazine, 2-chloro-lO- [3- (dimethylamino) propyl] - 50-55-5, 
Reserpine 50-67-9, Indol-5-ol, 3- (2-aminoethyl ) 50-78-2/ 
Acetylsalicylic acid 51-45-6, Histamine 51-55-8, Atropine 51-79-6, 
Ethyl carbamate 54-11-5, Nicotine 57-24-9, Strychnine 57-41-0, 
Hydantoin, 5, 5-diphenyl- 57-44-3, Barbituric acid, 5,5-diethyl- 
57-47-6, Physostigmine 58-08-2, Caffeine 58-25-3, 3H-1,4- 
Benzodiazepine, 7-chloro-2- (methylamino) -5-phenyl-, 4-oxide 58-73-1, 
Ethylamine, 2- (diphenylmethoxy) -N, N-dimethyl- 59-47-2, 1, 2-Propanediol, 
3- (o-tolyloxy) - 59-67-6, Nicotinic acid 60-40-2, 2-Norbornanamine, 
N,2,3, 3-tetramethyl- 62-44-2, p-Acetophenetidide 64-17-5, Ethyl 
alcohol 64-95-9, Acetic acid, diphenyl-, 2- (diethylamino) ethyl ester) 
66-40-0, Ammonium, tetraethyl 75-87-6, Chloral 76-74-4, Barbituric 
acid, 5-ethyl-5- (1-methylbutyl) - 77-38-3, Ethylamine, 
2- [ (p-chloro- . alpha . -methyl- . alpha . -phenylbenzyl ) oxy] -N, N-dimethyl- 
80-77-3, 4H-1, 3-Thiazin-4-one, 2- (p-chlorophenyl) tetrahydro-3-methyl-, 
1,1-dioxide 83-98-7, Ethylamine, N, N-dimethyl-2- [ (o-methyl- . alpha . - 
phenylbenzyl) oxy]- 90-49-3, Urea, {2-phenylbutyryl ) - 92-12-6, 
Ethylamine, N, N-dimethyl-2- [ (. alpha. -phenyl-o-tolyl) oxy] 95-25-0, 
2-Benzoxazolinone, 5-chloro- 113-18-8, l-Penten-4-yn-3-ol, 

1- chloro-3-ethyl- 113-45-1, 2-Piperidineacetic acid, . alpha . -phenyl-, 
methyl ester 115-76-4, 1, 3-Propanediol, 2,2-diethyl- 125-64-4, 

2, 4-Piperidinedione, 3, 3-diethyl-5-methyl- 127-48-0, 
2, 4-Oxazolidinedione, 3, 5, 5-trimethyl- 300-62-9, Phenethylamine, 
.alpha. -methyl- 631-07-2, Hydantoin, 5-ethyl-5-phenyl- 7647-15-6, 
Sodium bromide 13454-23-4, Carbamic acid, dimethyl-, 

2- hydroxy-2,2-diphenylethyl ester 90871-96-8, Urea, [ (2- 
phenylacetamido) methyl] - 

(nervous system response to) 
IT 77-41-8, Succinimide, N, 2-dimethyl-2-phenyl- 5586-60-7, 3, 4-Hexanediol , 

3- phenyl-, 4 -carbamate 

(nervous-system response to) 
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TI Central analgesic effects of acetylsalicylic acid in healthy men 

AU Bromm, B.; Rundshagen, I.; Scharein, E. 

CS Inst. Physiol., Univ. Hosp. Eppendorf, Hamburg, W-2000/20, Germany 



so Arzneimittel-Forschung (1991), 41(11), 1123-9 

CODEN: ARZNAD; ISSN: 0004-4172 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB Acetylsalicylic acid (1000 mg orally) was investigated in a 

non- inflammatory exptl . pain model in healthy men. Phasic pain was 
induced by intracutaneously applied elec. pulses of const, current. The 
nociceptive responses measured were pain ratings, cerebral potentials, and 
EEG delta powers in response to stimuli. Spontaneous EEG, auditory evoked 
potentials, and reaction times were evaluated to det. effects on the 
vigilance system. Acetylsalicylic acid produced clear analgesic effects 
in all pain relevant target variables. The effects increased with 
postmediation time, becoming different from placebo 90 min after 
medication. At this time the pain ratings were reduced by 4%, the pain 
related cerebral potentials by 15%, and the stimulus-induced delta power 
of EEG by 20%. The findings suggest a central action of acetylsalicylic 
acid by attenuation of exptl. induced nociceptive activity. No influences 
could be obsd. on auditory evoked potentials, spontaneous EEG, and 
reaction times. Acetylsalicylic acid did not change vigilance by 
unspecific alterations of the CNS. The plasma concn. of 
acetylsalicylic acid reached mean values of 2.5 .mu.g/mL within 25 min 
after medication and remained const, during the entire post-medication 
period of 105 min. The concn. of the metabolite salicylic acid increased 
steadily, reaching mean values of 32.0 .mu.g/mL at the end of the 
investigated period. Although both the analgesic efficacy and the concn. 
of salicylate increased with post-medication time, no correlations were 
found between individual plasma level and effects. 

ST aspirin analgesia central vigilance pharmacokinetics 

IT Analgesia 

(central, from aspirin, vigilance and pharmacokinetics in, in humans) 
IT Mental activity 

(vigilance, aspirin-induced central analgesia effects on, in humans) 
IT 50-78-2/ Aspirin 

RL: BIOL (Biological study) 

(central analgesia from, vigilance and pharmacokinetics in, in humans) 
IT 69-72-7, Salicylic acid, biological studies 
RL: BIOL (Biological study) 

(of blood plasma, as aspirin metabolite, central analgesia in relation 

to, in human) 
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TI Peripheral administration of novel anti-inf lammatories can attenuate the 
effects of chronic inflammation within the CNS [central nervous 
system] 

AU Hauss-Wegrzyniak, Beatrice; Willard, Lauren B. ; Del Soldato, Piero; Pepeu, 

Giancarlo; Wenk, Gary L. 
CS Memory and Aging, Division of Neural Systems, Arizona Research 

Laboratories, University of Arizona, Tucson, AZ, 85724, USA 
SO Brain Research (1999), 815(1), 36-43 

CODEN: BRREAP; ISSN: 0006-8993 
PB Elsevier Science B.V. 
DT Journal 
LA English 
CC 1-7 (Pharmacology) 

AB This study investigated whether nitrof lurbiprof en (NFP) or nitro-aspirin 
can reduce the inflammatory response induced by continuous infusion of 



lipopolysaccharide (LPS) into the 4th ventricular space of the rat brain 
for 30 days. The chronic LPS infusion produced an extensive inflammation 
that was particularly evident in the hippocampus, subiculum and entorhinal 
and piriform cortices. Daily peripheral administration of NFP 
dose-dependently attenuated the brain inf lammation, as indicated by the 
decreased d. and reactive state of microglial cells. Daily peripheral 
administration of nitro-aspirin also attenuated the brain inflammation, 
but to a much lesser degree than NFP. The results demonstrated that 
nonsteroidal anti-inflammatory drugs can reduce brain inflammation and 
that NFP is an effective anti-inflammatory agent. 
ST brain inflammation inhibition nitrof lurbiprof en nitroaspirin; nonsteroidal 

antiinflammatory drug brain inflammation 
IT Encephalitis 

(nitrof lurbiprofen and nitroaspirin inhibition of) 
IT Alzheimer's disease 

(nitrof lurbiprofen and nitroaspirin inhibition of brain inflammation in 
relation to) 
IT Anti-inflammatory agents 

(nonsteroidal; brain inflammation inhibition by nitrof lurbiprof en and 
nitroaspirin as) 
IT 17336-14-0 158836-71-6, Nitrof lurbiprof en 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(brain inflammation inhibition by) 
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TI Effects of systemic nonsteroidal antiinflammatory drugs on nociception 
during tail ischemia and on reperfusion hyperalgesia in rats 
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DT Journal 

LA English 
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AB The authors have investigated the effects of five non-steroidal 
antiinflammatory drugs (NSAIDs) on nociception during 
ischemia and on reperfusion hyperalgesia in rats. Tail 
ischemia was induced in conscious rats by applying a tourniquet at 
the base of the tail until the rats exhibited co-ordinated escape behavior 
when the tourniquet was released. Hyperalgesia was assessed by measuring 
the tail flick latency following tail immersion in water at 49. degree., 
before applying and immediately after releasing the tourniquet, and then 
at 30 min intervals for 2 h. I. p. injection of NSAIDs prior to 
applying the tourniquet had no effect on the coordinated escape behavior 
during ischemia/ nor on tail flick latency in the absence of 
prior ischemia. However all the drugs attenuated reperfusion 
hyperalgesia in a log dose-dependent manner. Doses required to abolish 
hyperalgesia, were indomethacin 5 mg/kg, diclofenac sodium 42 mg/kg, 
ibuprofen 54 mg/kg, dipyrone 168 mg/kg and paracetamol 170 mg/kg. The 
authors conclude that the mechanisms underlying nociception during 
ischemia are not the same as those underlying reperfusion 
hyperalgesia. Moreover this procedure provides a rapid and more humane 
method for measuring the antinociceptive potency of NSAIDs. 

ST ischemia reperfusion hyperalgesia nonsteroidal antiinflammatory 
analgesia 



IT Ischemia 

(nociception during, nonsteroidal antiinflammatory drugs effect on) 
IT Analgesics 

(nonsteroidal antiinflammatory drugs, effects on nociception during 

ischemia and reperfusion hyperalgesia) 
IT Inflammation inhibitors 

(nonsteroidal, nociception during ischemia and reperfusion 

hyperalgesia inhibition by) 
IT Pain 

(hyperalgesia, from reperfusion after ischemia, nonsteroidal 
antiinflammatory drugs effect on) 
IT 53-86-1, Indomethacin 68-89-3, Dipyrone 103-90-2, Paracetamol 
15307-86-5, Diclofenac 15687-27-1, Ibuprofen 
RL: BIOL (Biological study) 

(nociception during ischemia and reperfusion hyperalgesia 
inhibition by) 
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Section cross-reference (s ) : 14 

AB A review with 27 refs. Active oxygens (02-, H202, .cntdot.OH, 0C1-, 102, 
LOO.cntdot., LO.cntdot.) are involved in various inflammatory processes. 
Leukocytes generate 02- and H202 to attack the invaded bacteria and 
xenobiotics, but excess prodn. results in inflammation. Antigen-antibody 
complex, cytokines etc. also generate active oxygens. Clin, using 
non-steroidal antiinflammatory drugs (NSAIDs^ diclofenac sodium, 
indomethacin etc.) inhibit leukocyte 02- prodn. Immune diseases, 
ischemia and atherosclerosis develop organ inflammation via 
formation of active oxygens. Vascular tone-regulating EDRF (NO.cntdot.) 
is decompd. by 02- and proteinases may react to the proteins which were 
degenerated by active oxygens. Free and modified SODs are under animal 
and clin. trails as well as antioxidant derivs . 

ST review active oxygen inflammation antiinflammatory drug; antioxidant drug 
inflammation review 

IT Inflammation 



(active oxygens in pathophysiol . of) 
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IT 



Inflammation inhibitors 

(as antioxidants) 
Reactive oxygen species 
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RL: BIOL (Biological study) 
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Section cross-reference (s ) : 2 

AB The effect of anti-inflammatory agents, such as the synthetic 

glucocorticoid prednisolone, diclofenac sodium, and histamine Hl-receptor 
antagonist, was studied in unexposed and noise-exposed (broad-band noise, 
bandwidth 1-12 kHz, 106 dB SPL, 30 min) guinea pigs. The results were 
compared with the results obtained from no treatment and with isotonic 
saline (placebo) therapy. The cochlear blood flow (CoBF) and the partial 
oxygen pressure in the perilymph (PL-p02) were continuously and 
simultaneously recorded over a period of 210 min. In addn., cochlear 
microphonics (CMs), compd. action potentials of the auditory nerve (CAPs), 
and auditory brain stem responses (ABRs) were registered. Noise-induced 
hearing loss paralleled a decrease of PL-p02 . Both were found to occur 
before evidence of reduced CoBF. PL-p02 and CoBF progressively declined 
post-exposure, while CMs, CAPs, and ABRs did not further deteriorate nor 
showed signs of recovery up to 180 min after cessation of noise. 
Treatment started 60 min post-exposure, or after 90 min without 
manipulation and was then further studied for 120 min. In the unexposed 
animals, diclofenac sodium and prednisolone induced a significant decline 
of PL-p02, while CoBF, CMs, CAPs, and ABRs revealed no change. Isotonic 
saline did not influence the measured parameters. After infusion of the 
histamine Hl-receptor antagonist, a significant decrease of CoBF together 
with blood pressure and CMs was obsd., while PL-p02, CAPs, and ABRs showed 
no change. In the noise-exposed animals, diclofenac sodium induced 
partial restoration of CM and CAP amplitudes and full restoration of ABRs. 
Following a high dose of prednisolone (25 mg) , partial restoration of CMs 
and full restoration of CAPs and ABRs were registered. This effect was 
significantly less pronounced following a low dose of prednisolone (2.5 
mg) . Restoration of CMs, CAPs, and ABRs was immediate (i.e. 50 min after 
infusion) and remained stable for another 60 min until the end of the 
recording period. The histamine Hl-receptor antagonist and isotonic 
saline did not influence CMs, CAPs, and ABRs. None of the applied drugs 
resulted in relief of progressive noise-induced cochlear hypoxia and 
post-traumatic ischemia. These findings indicate direct 
cellular effects of prednisolone and diclofenac sodium in the cochlea 
taking into account no blood flow and oxygenation. The possible 
mechanisms involved are discussed, 

ST glucocorticoid NSAID hearing loss noise 

IT Antihistamines 

(HI; effect of glucocorticoid and NSAIDs on normal and 
noise-damaged guinea pig inner ear) 

IT Nerve 

(auditory; effect of glucocorticoid and NSAIDs on normal and 
noise-damaged guinea pig inner ear) 

IT Ear 

(cochlea, hypoxia and ischemia; effect of glucocorticoid and 
NSAIDs on normal and noise-damaged guinea pig inner ear) 
IT Hypoxia, animal 
Ischemia 

(cochlear; effect of glucocorticoid and NSAIDs on normal and 
noise-damaged guinea pig inner ear) 

IT Ear 



(disease, noise-induced; effect of glucocorticoid and NSAIDs 
on normal and noise-damaged guinea pig inner ear) 
IT Acoustic noise 

(effect of glucocorticoid and NSAIDs on normal and 
noise-damaged guinea pig inner ear) 
IT Glucocorticoids 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(effect of glucocorticoid and NSAIDs on normal and 

noise-damaged guinea pig inner ear) 
IT Anti-inflammatory agents 

(nonsteroidal; effect of glucocorticoid and NSAIDs on normal 

and noise-damaged guinea pig inner ear) 
IT Brain 

(stem, auditory system; effect of glucocorticoid and NSAIDs 
on normal and noise-damaged guinea pig inner ear) 
IT 3614-69-5, Fenistil 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effect of glucocorticoid and NSAIDs on normal and 
noise-damaged guinea pig inner ear) 
IT 50-24-8, Prednisolone 15307-86-5, Diclofenac 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(effect of glucocorticoid and NSAIDs on normal and 

noise-damaged guinea pig inner ear) 
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AB Nonsteroidal anti-inflammatory drugs (NSAIDs), which inhibit 

prostaglandin (PG) synthesis, augment prodn. of tumor necrosis factor 
(TNF) in most exptl . models. We investigated the effect of two 
NSAIDs/ indomethacin and ibuprofen, on the prodn. of TNF in the 
CNS induced by intracerebroventricular injection of lipopolysaccharide 
(LPS). Indomethacin and ibuprofen, administered i.p., augmented (three- 
to ninefold) the levels of TNF in serum and peripheral organs of mice 
injected i.p. with LPS and in rats with adjuvant arthritis (up to a 
sevenfold increase) . However, NSAIDs (i.p. or 



intracerebroventricularly) did not increase brain TNF prodn. induced by 
i.v. LPS. In fact, indomethacin decreased (1.4-1.8-fold) TNF levels in 
the spinal cord of rats with exptl. autoimmune encephalomyelitis and in 
the cortex of rats with focal cerebral ischemia. Systemic- 
administration of iloprost inhibited serum TNF levels after i.p. LPS, 
whereas intracerebroventricular injection of iloprost or PGE2 did not 
inhibit brain TNF induced by intracerebroventricular LPS. Both peripheral 
and central TNF productions were inhibited by cAMP level-elevating agents 
or dexamethasone. Thus, a PG-driven neg. feedback controls TNF prodn. in 
the periphery but not in the CNS. 

ST antiinflammatory NSAIDs TNF peripheral central nervous system 

IT Anti-inflammatory agents 
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59804-37-4D, Tenoxicam, metabolites 62992-61-4, Etersalate 71125-38-7, 
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AB Aspirin and its metabolite sodium salicylate prevent glutamate-induced 
neurotoxicity in rats. The neuroprotective effect of aspirin does not 
appear to correlate with the anti-inflammatory properties of this compd, 
ST neuroprotectant salicylate antiinflammatory neurodegenerative disorder 

Alzheimer 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NF-. kappa. B (nuclear factor . kappa. B); mol. characterization of the 
neuroprotective activity of salicylates) 
IT Nervous system 

(degeneration; mol. characterization of the neuroprotective activity of 
salicylates) 
IT Anti-Alzheimer ' s agents 

(mol. characterization of the neuroprotective activity of salicylates) 
IT Cytoprotective agents 

(neuroprotectants; mol. characterization of the neuroprotective 
activity of salicylates) 
IT Anti-inflammatory agents 

(nonsteroidal; mol. characterization of the neuroprotective activity of 
salicylates ) 
IT 54-21-7, Sodium salicylate 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); MFM (Metabolic formation); THU (Therapeutic use); 
BIOL (Biological study); FORM (Formation, nonpreparative) ; USES (Uses) 

(mol. characterization of the neuroprotective activity of salicylates) 
IT 50-78-2, Aspirin 69-72-7D, analogs 
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MARPAT 129:310911 

A method is provided for treating a mammal having, or at risk of, an 
indication assocd. with a TGF-.beta. deficiency, comprising administering 
one or more agents that is effective to elevate the level of TGF-.beta.. 
The invention also provides compds . that elevate TGF-beta levels, as well 
as pharmaceutical compns . comprising compds, that elevate TGF-beta levels 
and methods for detecting diseases assocd. with endothelial cell 
activation. 

TGFbeta stimulating compd therapeutic; endothelial cell activation disease 

diagnosis 

Immunoglobulins 

RL: HOC (Biological occurrence); BSU (Biological study, unclassified); 

BIOL (Biological study); OCCU (Occurrence) 

(D; TGF-.beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

Immunoglobulins 

RL:. BOC (Biological occurrence); BSU (Biological study, unclassified); 

BIOL (Biological study); OCCU (Occurrence) 

(G2; TGF-.beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

Immunoglobulins 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 

BIOL (Biological study); OCCU (Occurrence) 

(G; TGF-.beta. -elevating compds. and therapies for the prevention of 
vascular and non- vascular pathologies, and diagnostic methods) 

Heat-shock proteins 



RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(HSP 90; TGF-. beta. -elevating compds . and therapies for the prevention 
of vascular and non-vascular pathologies, and diagnostic methods) 
Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(I. kappa. B (inhibitor of NF- . kappa . B) , .alpha.; TGF- . beta . -elevating 
compds. and therapies for the prevention of vascular and non-vascular 
pathologies, and diagnostic methods) 
Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NF-. kappa, B (nuclear factor . kappa, B); TGF- .beta . -elevating compds. 

and therapies for the prevention of vascular and non-vascular 

pathologies, and diagnostic methods) 
Cell nucleus 

(NF-- kappa. B translocation to; TGF- .beta . -elevating compds, and 
therapies for the prevention of vascular and non-vascular pathologies, 
and diagnostic methods) 
Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(TGF-.beta. assocn. with lipoprotein particles) 
Animal cell 

(TGF-.beta. type II receptor-contg . mammalian cell detection; 
TGF- .beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

Anti-Alzheimer's agents 

Anticholesteremic agents 

Antiparkinsonian agents 

Antirheumatic agents 

Autoimmune disease 

Blood analysis 

Blood vessel, disease 

Body fluid 

Cell proliferation 

Chylomicrons 

Cytotoxic agents 

Diabetes mellitus 

Drug delivery systems 

Fibrosis 

Hypertriglyceridemia 

Hypolipemic agents 

Immunoassay 

Lupus erythematosus 

Marfan syndrome 

Multiple sclerosis 

(TGF-.beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

Tumor necrosis factors 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified) ; BIOL (Biological study) 

(TGF-.beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

Glycerides, biological studies 

Osteopontin 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified) ; BIOL (Biological study) ; OCCU (Occurrence) ; PROC 
(Process) 

(TGF- .beta . -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 



IT Antibodies 

I initiuno gl ob ul i n s 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study); OCCU (Occurrence) 

(TGF-. beta. -elevating compds . and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

IT Estrogen receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(TGF-. beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

IT Antiarteriosclerotics 

(antiatherosclerotics ; TGF-. beta. -elevating compds. and therapies for 
the prevention of vascular and non-vascular pathologies, and diagnostic 
methods) 

IT Cytoprotective agents 

(cardioprotective; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods) 

IT Artery, disease 

(coronary, stenosis; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods) 

IT Diagnosis 

(endothelial cell activation-assocd. disease; TGF- . beta . -elevating 
compds. and therapies for the prevention of vascular and non-vascular 
pathologies, and diagnostic methods) 
IT Blood vessel 

(endothelium, endothelial cell activation; TGF- .beta . -elevating compds. 

and therapies for the prevention of vascular and non-vascular 

pathologies, and diagnostic methods) 
IT Fats and Glyceridic oils, biological studies 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(fish; TGF-. beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 
IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(high-d.; TGF-.beta. assocn. with lipoprotein particles) 
IT Biological transport 

(intracellular, NF-. kappa. B translocation to nucleus; 
TGF-.beta. -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 
IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(low-d.; TGF-.beta. assocn. with lipoprotein particles) 
IT Atherosclerosis 

(plaque stability; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods ) 

IT Fatty acids, biological studies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(polyunsatd. , n-3; TGF- .beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods) 
IT Proliferation inhibition 

(proliferation inhibitors; TGF- .beta . -elevating compds. and therapies 



for the prevention of vascular and non-vascular pathologies, and 
diagnostic methods) 
IT Wine 

(red; TGF- .beta . -elevating compds . and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 

IT Mental disorder 

(senile psychosis; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods) 

IT Blood vessel 

(smooth muscle; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods ) 

IT Drug interactions 

(synergistic; TGF- .beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods ) 

IT Osteoporosis 

(therapeutic agents; TGF- .beta. -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods ) 

IT Drug delivery systems 

(unit doses; TGF-. beta. -elevating compds. and therapies for the 
prevention of vascular and non- vascular pathologies, and diagnostic 
methods ) 

IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(very-low-d. ; TGF-.beta. assocn. with lipoprotein particles) 
IT Transforming growth factors 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(.alpha.-; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods ) 
IT Actins 

RL: BOG (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
(Process) 

(.alpha.-; TGF- . beta . -elevating compds. and therapies for the 
prevention of vascular and non-vascular pathologies, and diagnostic 
methods ) 

IT Transforming growth factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(.beta.-; TGF- . beta . -elevating compds. and therapies for the prevention 
of vascular and non- vascular pathologies, and diagnostic methods) 
IT Transforming growth factor receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

( .beta. -transforming growth factor type II; TGF- . beta . -elevating 
compds. and therapies for the prevention of vascular and non-vascular 
pathologies, and diagnostic methods) 
IT Transforming growth factor receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

( .beta. -transforming growth factor; TGF- .beta . -elevating compds. and 
therapies for the prevention of vascular and non-vascular pathologies, 
and diagnostic methods) 
IT 50-78-2, Aspirin 50-78-2D, Aspirin, derivs . 67-98-1, 

MER25 493-53-8 7440-50-8D, Copper, aspirinates, biological 
studies 10540-29-1, Tamoxifen 23325-63-5 32839-18-2, 



Docosahexaenoic acid 32839-30-8, Eicosapentaenoic acid 79902-63-9, 
Simvastatin 14 6063-51-6 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 

(Uses) 

(TGF- .beta . -elevating compds . and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 
IT 57-88-5, Cholesterol, biological studies 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified) ; BIOL (Biological study) ; OCCU (Occurrence) ; PROC 
(Process ) 

(TGF- . beta . -elevating compds. and therapies for the prevention of 
vascular and non-vascular pathologies, and diagnostic methods) 
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TI Peripheral administration of novel anti-inf lammatories can attenuate the 

effects of chronic inflammation within the CNS [central nervous system] 
AU Hauss-Wegrzyniak, Beatrice; Willard, Lauren B.; Del Soldato, Piero; Pepeu, 

Giancarlo; Wenk, Gary L. 
CS Memory and Aging, Division of Neural Systems, Arizona Research 

Laboratories, University of Arizona, Tucson, AZ, 85724, USA 
SO Brain Research (1999), 815(1), 36-43 

CODEN: BRREAP; ISSN: 0006-8993 
PB Elsevier Science B.V. 
DT Journal 
LA English 
CC 1-7 (Pharmacology) 

AB This study investigated whether nitrof lurbiprofen (NFP) or nitro-aspirin 
can reduce the inflammatory response induced by continuous infusion of 
lipopolysaccharide (LPS) into the 4th ventricular space of the rat brain 
for 30 days. The chronic LPS infusion produced an extensive inflammation 
that was particularly evident in the hippocampus, subiculum and entorhinal 
and piriform cortices. Daily peripheral administration of NFP 
dose-dependently attenuated the brain inflammation, as indicated by the 
decreased d. and reactive state of microglial cells. Daily peripheral 
administration of nitro-aspirin also attenuated the brain inflammation, 
but to a much lesser degree than NFP. The results demonstrated that 
nonsteroidal anti-inflammatory drugs can reduce brain inflammation and 
that NFP is an effective anti -inflammatory agent. 

ST brain inflammation inhibition nitrof lurbiprofen nitroaspirin; nonsteroidal 
antiinflammatory drug brain inflammation 

IT Encephalitis 

(nitroflurbiprofen and nitroaspirin inhibition of) 

IT Alzheimer's disease 

(nitroflurbiprofen and nitroaspirin inhibition of brain inflammation in 
relation to) 

IT Anti-inflammatory agents 

(nonsteroidal; brain inflammation inhibition by nitroflurbiprofen and 
nitroaspirin as) 

IT 17336-14-0 158836-71-6, Nitroflurbiprofen 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(brain inflammation inhibition by) 
RE.CNT 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Aisen, P; Am J Psychiatr 1994, V151, P1105 MEDLINE 



(2) Allison, M; N Engl J Med 1992, V327, P749 MEDLINE 

(3) Altstiel, L; Prog Neuropsycho-Pharmacol Biol Psychiatr 1991, V15, P481 
CAPLUS 

(4) Banati, R; Glia 1993, V7, Pill MEDLINE 

(5) Bannwarth, B; Therapie 1986, V41, P409 CAPLUS 

(6) Breder, C; Brain Res 1996, V713, P64 CAPLUS 

(7) Breitner, J; Neurobiol Aging 1996, V17, P789 MEDLINE 

(8) Burrel, R; Crit Rev Microbiol 1990, V17, P188 

(9) Cacabelos, R; Meth Find Exp Clin Pharmacol 1994, V16, P141 MEDLINE 

(10) Chiang, C; Dev Neurosci 1994, V16, P212 CAPLUS 

(11) Das, S; Neuron 1995, V14, P447 CAPLUS 

(12) Eikelenboom, P; Virchows Arch B Cell Pathol 1989, V56, P259 MEDLINE 

(13) Elmquist, J; J Comp Neurol 1997, V381, P119 CAPLUS 

(14) Greenblatt, D; Arzneimittel-Forschung 1983, V33, P1671 CAPLUS 

(15) Griffin, W; Proc Natl Acad Sci USA 1989, V86, P7611 MEDLINE 

(16) Hauss-Wegrzyniak, B; Brain Res 1998, V794, P211 CAPLUS 

(17) Hauss-Wegrzyniak, B; Brain Res 1998, V780, P294 CAPLUS 

(18) Jenkinson, M; Br J Rheumatol 1989, V28, P86 MEDLINE 

(19) Kitagawa, H; J Pharmacol Exp Therap 1990, V253, P1133 CAPLUS 

(20) Macnaughton, W; Life Sci 1989, V45, P1869 CAPLUS 

(21) McGeer, P; Brain Res Rev 1995, V21, P195 MEDLINE 

(22) McGeer, P; Lancet 1990, V335, P1037 MEDLINE 

(23) McGeer, P; Neurosci Lett 1988, V79, P195 

(24) McGeer, P; Neurosci Lett 1989, V107, P341 MEDLINE 

(25) Mrak, R; Human Pathol 1995, V26, P816 MEDLINE 

(26) Myllykangas-Luosujarvi, R; Br J Rheumatol 1994, V33, P501 MEDLINE 

(27) Rogers, J; Drug Res 1995, V45, P439 CAPLUS 

(28) Rogers, J; Neurobiol Aging 1996, V17, P681 MEDLINE 

(29) Rogers, J; Neurology 1993, V43, P1609 MEDLINE 

(30) Roth, S; Ann Intern Med 1988, V109, P353 MEDLINE 

(31) Santini, G; Eur J Pharmacol 1996, V316, P65 CAPLUS 

(32) Sheng, J; Neurobiol Aging 1996, V17, P761 CAPLUS 

(33) Strauss, S; Lab Invest 1992, V66, P223 MEDLINE 

(34) Vandenabeele, P; Immunol Today 1991, V12, P217 CAPLUS 

(35) Wallace, J; Gastroenterology 1994, V107, P173 CAPLUS 

(36) Wallace, J; Trends Pharmacol Sci 1992, V13, P129 MEDLINE 

(37) Watson; Paxinos 1986 
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TI Increased expression of cyclooxygenases and peroxisome 

prolif erator-activated receptor- - gamma . in Alzheimer's disease 
brains 

AU Kitamura, Yoshihisa; Shimohama, Shun; Koike, Hideyasu; Kakimura, Jun-Ichi; 
Matsuoka, Yasuji; Nomura, Yasuyuki; Gebicke-Haerter, Peter J.; Taniguchi, 
Takashi 

CS Department of Neurobiology, Kyoto Pharmaceutical University, Kyoto, 
607-8412, Japan 

SO Biochemical and Biophysical Research Communications (1999), 254(3), 
582-586 

CODEN: BBRCA9; ISSN: 0006-291X 
PB Academic Press 
DT Journal 
LA English 

CC 14-10 (Mammalian Pathological Biochemistry) 

Section cross-reference (s ) : 1 
AB Recent studies suggest that inflammatory events are assocd. with plaque 

formation in the brains of patients with Alzheimer *s disease 



(AD) . Treatment with nonsteroidal anti-inflammatory drugs (NSAIDs) of 
these patients appears to slow the progression of disease. The authors 
assessed the occurrence of cyclooxygenases (COX-1 and -2) and peroxisome 
prolif erator-activated receptor- . gamma , ( PPAR. gamma . ) in temporal cortex 
from normal and AD brains using specific antibodies. In AD brains, 
protein levels of COX-1 were increased in both cytosolic and particulate 
fractions, and COX-2 protein was also increased in the particulate 
fraction. PPAR. gamma, level was increased in the cytosolic fraction but 
not in the particulate fraction. Thus, expression levels of COX-1, COX-2, 
and PPAR. gamma, may change in AD brains. In addn., several NSAIDs which 
are also PPAR. gamma, activators, such as indomethacin, inhibited COX-2 
expression in glial cells. These results suggest that PPAR. gamma, 
activators have inhibitory effects on inflammatory events in AD brains, 
(c) 1999 Academic Press. 

ST brain cyclooxygenase peroxisome proliferator activated receptor gamma 
Alzheimer disease 

IT Cytoplasm 

(cytosol; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT Gene 

(expression; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT Alzheimer's disease 

Encephalitis 
Neuroglia 

(increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 

IT Anti-inflammatory agents 

(nonsteroidal; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 

IT Brain 

(temporal cortex; increased expression of cyclooxygenases and 
peroxisome prolif erator-activated receptor- . gamma . in brains from 
humans with Alzheimer's disease) 
IT Peroxisome prolif erator-activated receptors 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

{.gamma.; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT 39391-18-9 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
(Process) 

(1 and 2; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT 50-78-2, Aspirin 53-86-1, Indomethacin 41598-07-6, PGD2 
87893-55-8 123653-11-2, NS398 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
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(6) Forman, B; Cell 1995, V83, P803 CAPLUS 

(7) Gattaz, W; Biol Psychiatry 1995, V37, P13 MEDLINE 

(8) Guastadisegni, C; FEBS Lett 1997, V413, P314 CAPLUS 

(9) Jiang, C; Nature 1998, V391, P82 CAPLUS 

(10) Kitamura, Y; Neurosci Lett 1997, V237, P17 CAPLUS 

(11) Lehmann, J; J Biol Chem 1997, V272, P3406 CAPLUS 

(12) Lehtonen, J; Biochemistry 1996, V35, P9407 CAPLUS 

(13) Lukiw, W; J Neurosci Res 1997, V50, P937 CAPLUS 

(14) Mangelsdorf , D; Cell 1995, V83, P835 CAPLUS 

(15) Mirra, S; Neurology 1991, V41, P479 MEDLINE 

(16) Morita, I; J Biol Chem 1995, V270, P10902 CAPLUS 

(17) Nogawa, S; J Neurosci 1997, V17, P2746 CAPLUS 

(18) Oka, A; NeuroReport 1997, V8, P1161 CAPLUS 

(19) Pasinetti, G; Neuroscience 1998, V87, P319 CAPLUS 

(20) Ricote, M; Nature 1998, V391, P79 CAPLUS 

(21) Rogers, J; Neurology 1993, V43, P1609 MEDLINE 

(22) Sanz, O; Neuroscience 1997, V80, P221 CAPLUS 

(23) Shimohama, S; J Neural Transm 1990, V30(Suppl), P69 

(24) Shimohama, S; J Neurochem 1995, V64, P2629 CAPLUS 

(25) Shimohama, S; Neurology 1993, V43, P1407 MEDLINE 

(26) Spencer, A; J Biol Chem 1998, V273, P9886 CAPLUS 

(27) Stephenson, D; Neurobiol Dis 1996, V3, P51 CAPLUS 

(28) Tocco, G; Exp Neurol 1997, V144, P339 CAPLUS 

(29) Vane, J; Ann Rev Pharmacol Toxicol 1998, V38, P97 CAPLUS 
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TI Use of thalidomide for treating neurocognitive disorders 

IN Andrulis, Peter J., Jr. 

PA TVndrulis Pharmaceuticals Corp., USA 

SO PCT Int. Appl., 23 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K 
CC 1-11 (Pharmacology) 

Section cross-reference ( s ) : 63 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 
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AB A method is disclosed for treating a 
nervous system cholinergic deficit s 
of such treatment, the method compri 
amt. of thalidomide effective in the 



central nervous system or peripheral 
tate in a mammalian organism in need 
sing administering to said mammal an 

treatment of a cholinergic deficit 



state and for a time sufficient to achieve a suitable blood level to treat 
the cholinergic deficit state. The thalidomide may be administered with 
e.g. a non-steroidal antiinflammatory agent. The method of the invention 
may be used to treat e.g. Alzheimer's disease. Capsule 
formulations of e.g. thalidomide and ibuprofen are included. 

ST thalidomide neurocognitive disorder treatment; nervous cholinergic deficit 
disorder treatment thalidomide 

IT Carboxylic acids, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(nonsteroidal antiinflammatory; thalidomide, with or without other 
agent, for treating neurocognitive disorder) 

IT Nootropics 
Senescence 

(thalidomide, with or without other agent, for treating neurocognitive 

disorder) 
IT Mental disorder 

(Alzheimer's disease, thalidomide, with or without other 

agent, for treating neurocognitive disorder) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(amyloid A4, inhibitors; thalidomide, with or without other agent, for 

treating neurocognitive disorder) 
IT Lipoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(apo-, inhibitors; thalidomide, with or without other agent, for 

treating neurocognitive disorder) 
IT Lipoproteins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(apo-, I, agents; thalidomide, with or without other agent, for 

treating neurocognitive disorder) 
IT Pharmaceutical dosage forms 

(capsules, thalidomide, with or without other agent, for treating 

neurocognitive disorder) 
IT Nervous system 

(central, cholinergic, disease, deficiency, thalidomide, with or 

without other agent, for treating neurocognitive disorder) 
IT Inflammation inhibitors 

(nonsteroidal, thalidomide, with or without other agent, for treating 

neurocognitive disorder) 
IT Nervous system 

(peripheral, cholinergic, disease, deficiency, thalidomide, with or 

without other agent, for treating neurocognitive disorder) 
IT Inflammation inhibitors 

(steroidal, thalidomide, with or without other agent, for treating 

neurocognitive disorder) 
IT 50-35-1, Thalidomide 50-78-2, Aspirin 64-19-7D, Acetic acid, 

aryl derivs . , mixts. with thalidomide 79-09-4D, Propionic acid, aryl 
derivs., mixts. with thalidomide 91-40-7D, Fenamic acid, derivs., mixts. 
with thalidomide 92-52-4D, Biphenyl, carboxylic acid derivs., mixts. 
with thalidomide 167273-63-4 167273-64-5 167273-65-6 167273-66-7 



167273-67-8 167273-68-9 

167273-72-5 167273-73-6 

167273-77-0 167273-78-1 

167273-82-7 167273-83-8 

167273-87-2 167273-88-3 

167273-92-9 167273-93-0 

167273- 97-4 167273-98-5 

167274- 02-4 167274-03-5 
167274-07-9 

RL: THU (Therapeutic use) ; 



167273-69-0 
167273-74-7 
167273-79-2 
167273-84-9 
167273-89-4 
167273-94-1 

167273- 99-6 

167274- 04-6 



167273-70-3 
167273-75-8 
167273-80-5 
167273-85-0 
167273-90-7 

167273- 95-2 

167274- 00-2 
167274-05-7 



167273-71-4 
167273-76-9 
167273-81-6 
167273-86-1 
167273-91-8 

167273- 96-3 

167274- 01-3 
167274-06-8 



BIOL (Biological study); USES (Uses) 
(thalidomide, with or without other agent, for treating neurocognitive 
disorder) 
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TI Method of delaying onset of Alzheimer's disease symptoms with a 

non-steroidal anti-inflammatory agent and/or a histamine H2 

receptor-blocking agent 
IN Breitner, John C. S.; Welsh, Kathleen A. 
PA Duke University, USA 
SO U.S. , 10 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM A61K031-60 

ICS A61K031-615; A61K031-54; A61K031-44; A61K031-425; A61K031-42; 
A61K031-415; A61K031-40; A61K031-38; A61K031-34; A61K031-195; 
A61K031-19 
NCL 514570000 
CC 1-11 (Pharmacology) 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 5643960 A 19970701 US 1994-228019 19940415 

US 6025395 A 20000215 US 1997-843217 19970414 

PRAI US 1994-228019 19940415 

AB A method is disclosed for preventing or delaying the onset of 

Alzheimer's disease and related neurodegenerative disorders. The 
method involves the administration to individuals at risk of developing 
the disease (or disorder) a non-steroidal anti-inflammatory agent and/or a 
histamine H2 receptor-blocking agent. The invention also relates to a 
method of treating Alzheimer's disease and related 
neurodegenerative disorders that involves the use of such agents. 
ST Alzheimer disease NSAID H2 antihistaminic; neurodegenerative 

disease NSAID H2 antihistaminic 
IT Apolipoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(E, .epsilon.4 or .epsilon.2 allele at locus for; non-steroidal 
anti-inflammatory agent and/or histamine H2 receptor-blocking agent for 
preventing, delaying, or treating Alzheimer's disease and 
related neurodegenerative disorders) 
IT Antihistamines 

(H2; non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Nervous system 

(degeneration; non-steroidal anti-inflammatory agent and/or histamine 
H2 receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Alzheimer's disease 
Narcotics 

Susceptibility (genetic) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Glucocorticoids 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 

study, unclassified) ; BIOL (Biological study) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 



Alzheimer's disease and related neurodegenerative disorders) 

IT Anti-inf laitimatory agents 

(nonsteroidal; non-steroidal anti-inf lamma tor y agent and/or histamine 
H2 receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 

IT Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 

(Biological study); PROC (Process) 

(.epsilon.4 or .epsilon.2 allele, for apolipoprotein E; non-steroidal 
anti-inflammatory agent and/or histamine H2 receptor-blocking agent for 
preventing, delaying, or treating Alzheimer's disease and 
related neurodegenerative disorders) 
IT 50-78-2, Aspirin 103-90-2, Acetaminophen 22204-53-1, Naproxen 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 

study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 

(Uses) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
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TI Process for increasing the therapeutic effect and reducing the toxicity of 

drugs, metals, and organic and inorganic compounds 
IN Scherbinin, Vladimir Viktorovich; Chernyshev, Evgeny Andreevich 
PA Kuzmin, Konstantin Kuzmich, Russia; Volotovsky, Andrei Vasilievich 
SO PCT Int. Appl., 83 pp. 

CODEN: PIXXD2 
DT Patent 
LA Russian 
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CC 1-4 (Pharmacology) 
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AB The invention relates to the field of medicine, and in particular to 

pharmaceutical therapy, and can be used to increase the therapeutic effect 
and to reduce the toxicity of drugs, metals, as well as org. and inorg. 
compds. The embodiment of the invention requires a patient to take in 
addn, to the mentioned above substances, a daily dose of 0.001 - 0.1 g of 
1-hydroxygermatrane (germatranol, l-hydroxy-l-germa-2 , 8, 9-trioxa-5- 



azabicyclo[3.3.3]undecane) and its derivs . and/or the derivs . of 
l-germa~2^ 8-dioxa-5-azacyclooctane. The organogermanic compds . could be 
conjugated with commonly known drugs or with fragments of their mols.. 
The process increases the Pharmacol, potency of drugs being used to treat 
a wide variety of illnesses while reducing their toxicity, and notably the 
toxicity of org. and inorg. substances and of metals. 

drug toxicity germatranol organogermanic compd therapy; hydroxygermatrane 
germadioxaazacyclooctane drug metal toxicity cosmetics; germanium org 
compd drug toxicity therapy; immuno stimulant germanium org compd drug 
toxicity 
Glycosides 

RL: ADV (Adverse effect, including toxicity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cardiac; potentiation of therapeutic effects and toxicity redn. by 

germanium org. compds.) 
Cosmetics 

(creams; potentiation of therapeutic effects and toxicity redn. by 
germanium org . compds . ) 
Toxicity 

(drug; potentiation of therapeutic effects and toxicity redn. by 
germanium org. compds.) 
Cosmetics 

(lotions; potentiation of therapeutic effects and toxicity redn. by 
germanium org. compds.) 
Antitumor agents 

(mammary gland; potentiation of therapeutic effects and toxicity redn. 
by germanium org. compds.) 
Mammary gland 

(neoplasm, inhibitors; potentiation of therapeutic effects and toxicity 

redn. by germanium org. compds.) 
Drug delivery systems 

(ointments, creams; potentiation of therapeutic effects and toxicity 

redn, by germanium org. compds.) 
Periodontium 

(periodontosis; potentiation of therapeutic effects and toxicity redn. 
by germanium org. compds.) 
Nerve, disease 

(polyneuropathy; potentiation of therapeutic effects and toxicity redn. 

by germanium org. compds.) 
AIDS (disease) 
Analgesics 

Ant i -Alzheimer * s agents 

Anti-inflammatory agents 

Antiarrhythmics 

Antibacterial agents 

Anticoagulants 

Anticonvulsants 

Antidotes 

Antioxidants 

Antitumor agents 

Antiulcer agents 

Antiviral agents 

Cardiovascular agents 

Cognition enhancers 

Cosmetics 

Dentifrices 

Drug interactions 

Food additives 

Human herpesvirus 

Human immunodeficiency virus 1 

Immunostimulants 

Influenza virus 



Skin preparations (pharmaceutical) 
Tranquilizers 

(potentiation of therapeutic effects and toxicity redn. by germanium 
org . compds . ) 
IT Heavy metals 

Nitrates^ biological studies 
Nitrites 

RL: ADV (Adverse effect, including toxicity) ; BIOL (Biological study) 

(potentiation of therapeutic effects and toxicity redn. by germanium 

org. compds . ) 
IT Adrenoceptor antagonists 

(.alpha.-; potentiation of therapeutic effects and toxicity redn. by 

germanium org. compds.) 
IT 64-17-5, Ethanol, biological studies 7632-00-0 

RL: ADV (Adverse effect, including toxicity) ; BIOL (Biological study) 

(potentiation of therapeutic effects and toxicity redn. by germanium 

org. compds.) 

IT 7440-56-4D, Germanium, org, compds., biological studies 71682-43-4, 
Germatranol 71682-44-5 71682-45-6 71716-22-8 72480-80-9 
88103-02-0 88103-03-1 101182-23-4 106224-61-7 122480-44-8 

213538-70-6 213538-72-8 213538-73-9 213538-74-0 213538-75-1 
213538-76-2 213538-78-4 213538-79-5 213538-80-8 213538-81-9 
213538-82-0 213538-83-1 213538-84-2 

RL: ADV (Adverse effect, including toxicity) ; BAG (Biological activity or 
effector, except adverse); BSU (Biological study, unclassified); FFD (Food 
or feed use); THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(potentiation of therapeutic effects and toxicity redn. by germanium 

org. compds . ) 

IT 50-06-6, Phenobarbital, biological studies 50-78-2/ Aspirin 

54-42-2, Idoxuridine 56-12-2, Aminalon, biological studies 57-44-3, 
Barbital 65-45-2, Salicylamide 119-36-8, Methylsalicylate 144-02-5, 
Barbital sodium 439-14-5, Diazepam 768-94-5, Amantadine 2898-12-6, 
Mezapam 4076-02-2, Unitiol 5536-17-4, Vidarabin 7491-74-9, Piracetam 
30266-58-1, Oxolin 30516-87-1, Azidothymidine 39322-38-8, Trichopol 
51753-57-2, Phenazepam 59277-89-3, Acyclovir 63585-09-1, Foscarnet 
sodium 

RL: ADV (Adverse effect, including toxicity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(potentiation of therapeutic effects and toxicity redn. by germanium 
org. compds . ) 

IT 67-52-7D, 2 , 4 , 6 ( IH, 3H, 5H) -Pyrimidinetrione, derivs. 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(potentiation of therapeutic effects and toxicity redn. by germanium 
org . compds . ) 

RE.CNT 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Asai Germanium Research Institute; FR 2548187 Al 1985 CAPLUS 

(2) Asai Germanium Research Institute Co; US 4919917 A 1990 CAPLUS 

(3) Gorkovsky Meditsinsky Institut; SU 1555933 Al 1996 CAPLUS 

(4) Kakimoto Norihiro; FR 2559488 Al 1985 CAPLUS 

(5) Khusainov, R; Voprosy virusologii 1991, V36(l), P63 MEDLINE 

(6) Sanwa Kagaku Kenkyusho Co Ltd; EP 0435693 A2 1991 CAPLUS 

(7) United Inc; US 4654333 A 1987 CAPLUS 



=> e impact 



El 2 IMPACR/BI 

E2 1 IMPACRIS/BI 

E3 254082 — > IMPACT/BI 

E4 1 IMPACT2/BI 

E5 1 IMPACT4/BI 

E6 1 IMPACTA/BI 



E7 1 IMPACTABILITY/BI 

E8 2 IMPACTABLE/BI 

E9 1 IMPACTABRASION/BI 

ElO 1 IMPACTACTIVATED/BI 

Ell 1 IMPACTACTOR/BI 

E12 1 IMPACTAGE/BI 

=> s e3 

L52 254082 IMPACT/BI 

=> s 152 and 119 

L53 432 L52 AND L19 

=> s 153 and 110 

L54 2 L53 AND LIO 

=> d 154 1-2 

L54 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2001:762124 CAPLUS 

DN 137:76946 

TI Outcome in patients with symptomatic occlusion of the internal carotid 
artery or intracranial arterial lesions: a meta-analysis of the role of 
baseline characteristics and type of antithrombotic treatment 
AU Klijn, Catharina J. M. ; Kappelle, L. Jaap; Algra, Ale; van Gijn, Jan 
CS University Department of Neurology, University Medical Centre Utrecht, 
Utrecht, Neth. 

SO Cerebrovascular Diseases (Basel, Switzerland) (2001), 12(3), 228-234 

CODEN: CDISE7; ISSN: 1015-9770 
PB S. Karger AG 
DT Journal 
LA English 

RE.CNT 52 THERE ARE 52 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L54 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1999:517257 CAPLUS 
DN 132:2562 

TI Brain TXA2 and PGI2 levels in impact acceleration diffuse brain 

injury coupled with secondary insults 
AU Fei, Zhou; Zhang, Xiang; Yi, Shengyu; Piper, I. R. ; Thomson, D.; Miller, 

J. D. 

CS Xijing Hospital, Xian, 710032, Peop. Rep. China 

SO Chinese Journal of Traumatology (English Edition) (1999), 2(1), 35-37 

CODEN: CJTRFY; ISSN: 1008-1275 
PB Chinese Journal of Traumatology (English Edition) 
DT Journal 
LA English 



RE.CNT 11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> d 154 2 all 

L54 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1999:517257 CAPLUS 
DN 132:2562 

TI Brain TXA2 and PGI2 levels in iirpact acceleration diffuse brain 

injury coupled with secondary insults 
AU Fei, Zhou; Zhang, Xiang; Yi, Shengyu; Piper, I. R. ; Thomson, D.; Miller, 

J. D. 

CS Xijing Hospital, Xian, 710032, Peop. Rep. China 



so Chinese Journal of Traumatology (English Edition) (1999), 2(1), 35-37 

CODEN: CJTRFY; ISSN: 1008-1275 
PB Chinese Journal of Traumatology (English Edition) 
DT Journal 
LA English 

CC 14-10 (Mammalian Pathological Biochemistry) 
Section cross-reference (s ) : 1, 2 

AB To study the changes of brain TXA2 and PGI2 levels in a new rodent model 
of impact acceleration diffuse brain injury with hypotension and 
hypoxia and the effect of diaspirin cross linked Hb soln. (DCLHb) on brain 
TXA2 and PGI2 levels. Thirty-two male SD rats were randomized into sham, 
head injury alone, head injury with secondary insults and injury with 
insults followed by DCLHb administration groups. Animals were physiol. 
monitored throughout the expt. and the prostanoids were measured via RIA 
(RIA) . There were no changes in TXB2 and 6-keto-PGFl . alpha . (stable 
metabolites of TXA2 and PGI2) levels in injury alone group while TXB2 
level in secondary insults group elevated significantly and both TXB2 and 
6-keto-PGFl. alpha, levels in injury with insults followed by DCLHb 
administration augmented significantly in comparison with the 
corresponding value of sham at 4 h postimpact. The only increase in TXA2 
level in secondary insults rats suggests that there may be both thrombotic 
episodes and vasoconstriction leading to focal increase in 
micro-circulatory resistance which contributes to a decreased focal 
cerebral blood flow (CBF) . And it is hypothesed that DCLHb may 
exert its protective properties through increasing PGI2 prodn. in injured 
brain by affecting CBF and cerebral perfusion pressure (CPP) . 

ST TXA2 PGI2 brain injury hypotension hypoxia; diaspirin cross linked with Hb 
brain injury treatment 

IT Hypotension 

Hypoxia, animal 

(brain TXA2 and PGI2 levels in iinpact acceleration diffuse 
brain injury coupled with secondary insults in rats) 

IT Circulation 

(cerebral; brain TXA2 and PGI2 levels in in5>act 

acceleration diffuse brain injury coupled with secondary insults in 
rats ) 
IT Hemoglobins 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(diaspirin cross linked with; brain TXA2 and PGI2 levels in 
ixnpact acceleration diffuse brain injury coupled with secondary 
insults in rats) 
IT Brain, disease 
Head 

(injury; brain TXA2 and PGI2 levels in in5>act acceleration 
diffuse brain injury coupled with secondary insults in rats) 
IT Prostaglandins 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
(Process ) 

(prostanoids; brain TXA2 and PGI2 levels in in5>act 

acceleration diffuse brain injury coupled with secondary insults in 
rats) 

IT 35121-78-9, PGI2 57576-52-0, TXA2 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
(Process) 

(brain TXA2 and PGI2 levels in impact acceleration diffuse 
brain injury coupled with secondary insults in rats) 
IT 58962-34-8 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 



study, unclassified); MFM (Metabolic formation); BIOL (Biological study); 
FORM (Formation, nonpreparative) ; OCCU (Occurrence); PROC (Process) 
(brain TXA2 and PGI2 levels in impact acceleration diffuse 
brain injury coupled with secondary insults in rats) 
IT 578-19-8, Diaspirin 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(crosslinked with Hb; brain TXA2 and PGI2 levels in impact 
acceleration diffuse brain injury coupled with secondary insults in 
rats) 

RE.CNT 11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Cole, D; Anesth Analg 1996, V83, P324 

(2) Cole, D; Anesthesiology 1993, V78, P335 CAPLUS 

(3) Cortbus, F; Acta Neurochir (Wien) 1994, V130, P117 MEDLINE 

(4) Fei, Z; Chin J Traumatol Eng Ed 1998, VI, P49 CAPLUS 

(5) Hamberg, M; Pro Natl Acad Sci (USA) 1974, V71, P3400 CAPLUS 

(6) Jones, P; J Neurosurg Anesthesiol 1994, V6, P4 MEDLINE 

(7) Katayama, Y; Adv Neurol 1990, V52, P105 MEDLINE 

(8) Marmarou, A; J Neurosurg 1994, V80, P291 MEDLINE 

(9) Nishisho, T; Neurosurgery 1996, V39, P950 MEDLINE 

(10) Shohami, E; Nuerosurgery 1988, V22, P859 MEDLINE 

(11) Weksler, B; Proc Natl Acad Sci USA 1977, V74, P3922 CAPLUS 



=> d his 

(FILE 'HOME' ENTERED AT 15:07:02 ON 15 SEP 2003) 

FILE 'REGISTRY' ENTERED AT 15:07:15 ON 15 SEP 2003 

E ACETOMINOPHEN 

E ACETOMINOPHEN 

E ACETOMINOPHEN 

E NSAID 
LI 9 S E3 

E ASPIRIN 
L2 52 S E3 

E INDOMETHACIN 
L3 52 S E3 

E KETOPROFIN 

E KETOPROFEN 
L4 50 S E3 

E TRILISATR 

E TRILISATE 
L5 1 S E3 

L6 1158 S SALICYLAMIDE 

L7 30 S SODIUM SALICYLATE 

L8 6694 S SALICYLIC ACID 

E ACETOMINOPHEN 

E ACETAMINOPHEN 
L9 130 S E3 

FILE 'CAPLUS' ENTERED AT 15:20:03 ON 15 SEP 2003 
LIO 17725 S L2 

Lll 28561 S CNS 

L12 28 S LIO AND Lll 

E TRAUMA 
L13 11866 S E3 

L14 68 S L13 AND LIO 

E HEAD 
L15 94345 S E3 



L16 


12 


S 


L14 AND LIS 






E 


I SCHEMA 


L17 


53069 


S 


E5-E8 


L18 


356 
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L17 AND LIO 






E 


CEREBRAL 


L19 


78138 


S 


E3 


L20 


14 


s 


L18 AND 19 


L21 


66 


s 


L18 AND L19 


L22 


2 


s 


L19 AND L12 


L23 


211 


s 


LIO AND L19 


L24 


66 


s 


L23 AND L17 


L25 


0 


s 


L24 NOT L21 


L26 


2 


s 


L12 AND L17 


L27 


10826 


s 


L9 


L28 


46 
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LS 


L29 


28 
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L12 AND LIO 






E 


LUPUS 


L30 


11819 


s 


E3 


L31 


53 


s 


L30 AND LIO 






E 


ALZHEIMERS 


L32 


1977 


S 


E3 


L33 


8 


S 


LIO AND L32 






E 


NSAIDS 


L34 


3367 


s 


E3 


L35 


36 


s 


L34 AND L17 


L36 


28 


s 


Lll AND L12 


L37 


685 


s 


Lll AND L17 


L38 


2 


s 


L37 AND LIO 






E 


INFLAMMATION 


L39 


98265 


S 


E3 


L40 


1177 
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L39 AND Lll 


L41 


10 
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L40 AND L12 






E 


PARKINSON 


L42 


12980 
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E3 


L43 


20 
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L42 AND LIO 


L44 


5189 


s 


L7 


L45 


28 
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LIO AND L12 


L46 
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L44 AND L42 


L47 


4560 
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L6 


L48 
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L47 AND L42 
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NEUROTRAUMA 


L49 


28 
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Lll AND LIO 
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ALZHEIMER 


L50 


27161 
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E3 


LSI 
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LSO AND LIO 
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IMPACT 


L52 


254082 


S 


E3 
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L52 AND L19 
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L53 AND LIO 
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=> d his 

(FILE 'HOME* ENTERED AT 15:07:02 ON 15 SEP 2003) 

FILE • REGISTRY' ENTERED AT 15:07:15 ON 15 SEP 2003 
E ACETOMINOPHEN 
E ACETOMINOPHEN 
E ACETOMINOPHEN 
E NSAID 



LI 
L2 
L3 

L4 



L5 
L6 
L7 
L8 



L9 



LIO 

Lll 
L12 

L13 
L14 

LIS 
L16 

L17 
L18 

L19 
L20 
L21 
L22 
L23 
L24 
L25 
L26 
L27 
L28 
L29 

L30 
L31 

L32 
L33 

L34 
L35 
L36 
L37 
L38 

L39 
L40 
L41 

L42 
L43 



52 



52 



50 



1 

1158 
30 
6694 



130 



S E3 

E ASPIRIN 
S E3 

E INDOMETHACIN 
S E3 

E KETOPROFIN 
E KETOPROFEN 
S E3 

E TRILISATR 
E TRILISATE 

S E3 

S SALICYLAMIDE 
S SODIUM SALICYLATE 
S SALICYLIC ACID 
E ACETOMINOPHEN 
E ACETAMINOPHEN 
S E3 



• CAPLUS 
17725 S 
28561 
28 



FILE 'CAPLUS* ENTERED AT 15:20:03 ON 15 SEP 2003 
L2 
S CNS 

S LIO AND Lll 
E TRAUMA 
11866 S E3 

68 S L13 AND LIO 
E HEAD 
94345 S E3 

12 S L14 AND L15 
E I SCHEMA 
53069 S E5-E8 

356 S L17 AND LIO 
E CEREBRAL 
78138 S E3 

14 S L18 AND 19 
66 S L18 AND L19 
2 S L19 AND L12 
211 S LIO AND L19 
66 S L23 AND L17 
0 S L24 NOT L21 
2 S L12 AND L17 
10826 S L9 
46 S L5 

28 S L12 AND LIO 
E LUPUS 
11819 S E3 

53 S L30 AND LIO 
E ALZHEIMERS 
1977 S E3 

8 S LIO AND L32 
E NSAIDS 
3367 S E3 

36 S L34 AND L17 
28 S Lll AND L12 
685 S Lll AND L17 
2 S L37 AND LIO 
E INFLAMMATION 
98265 S E3 
1177 S L39 AND Lll 
10 S L40 AND L12 
E PARKINSON 
12980 S E3 

20 S L42 AND LIO 
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LIO AND L12 
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6 


s 
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L53 AND L27 
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Logging off of STN 



=> 



Executing the logoff script... 



=> LOG Y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 16:40:48 ON 15 SEP 2003 



SINCE FILE 
ENTRY 
388.01 

SINCE FILE 
ENTRY 
-15.62 



TOTAL 
SESSION 
446.40 

TOTAL 
SESSION 
-15.62 



Welcome to STN International! Enter x:x 



LOGINID: sssptaul25rxt 
PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 
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Web Page URLs for STN Seminar Schedule - N. America 
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"Ask CAS" for self-help around the clock 
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24 


PCTGEN now available on STN 


NEWS 
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24 


TEMA now available on STN 
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26 


NTIS now allows simultaneous left and right truncation 
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26 


PCTFULL now contains images 
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SDI PACKAGE for monthly delivery of multifile SDI results 
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24 


PATDPAFULL now available on STN 
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24 


Additional information for trade-named substances without 










structures available in REGISTRY 
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10 
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Display formats in DGENE enhanced 
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11 
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MEDLINE Reload 
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12 
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Polymer searching in REGISTRY enhanced 


NEWS 


13 


SEP 


09 


CA/CAplus records now contain indexing from 1907 to the 










present 


NEWS 


14 
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21 


New current-awareness alert (SDI) frequency in 










WPIDS/WPINDEX/WPIX 


NEWS 


15 
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28 


RDISCLOSURE now available on STN 


NEWS 


16 


May 


05 


Pharmacokinetic information and systematic chemical names 










added to PHAR 


NEWS 


17 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


18 


May 


15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


19 


May 


19 


Simultaneous left and right truncation added to WSCA 


NEWS 


20 


May 


19 


RAPRA enhanced with new search fields simultaneous left and 










right truncation 


NEWS 


21 


Jun 


06 


Simultaneous left and right truncation added to CBNB 


NEWS 


22 


Jun 


06 


PASCAL enhanced with additional data 


NEWS 


23 


Jun 


20 


2003 edition of the FSTA Thesaurus is now available 


NEWS 


24 


Jun 


25 


HSDB has been reloaded 


NEWS 


25 
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16 


Data from 1960-1976 added to RDISCLOSURE 


NEWS 


26 


Jul 


21 


Identification of STN records implemented 


NEWS 


27 


Jul 


21 


Polymer class term count added to REGISTRY 


NEWS 


28 


Jul 


22 


INPADOC: Basic index (/BI) enhanced; Simultaneous Left and 










Right Truncation available 


NEWS 


29 


AUG 


05 


New pricing for EUROPATFULL and PCTFULL effective 










August 1, 2003 


NEWS 


30 


AUG 


13 


Field Availability (/FA) field enhanced in BEILSTEIN 


NEWS 


31 


AUG 


15 


PATDPAFULL: one FREE connect hour, per account, in 










September 2003 


NEWS 


32 


AUG 


15 


PCTGEN: one FREE connect hour, per account, in 










September 2003 


NEWS 


33 


AUG 


15 


RDISCLOSURE: one FREE connect hour, per account, in 










September 2003 


NEWS 


34 


AUG 


15 


TEMA: one FREE connect hour, per account, in 










September 2003 


NEWS 


35 


AUG 


18 


Data available for download as a PDF in RDISCLOSURE 


NEWS 


36 


AUG 


18 


Simultaneous left and right truncation added to PASCAL 


NEWS 


37 


AUG 


18 


FROSTI and KOSMET enhanced with Simultaneous Left and Right 



Truncation 



AN 1998:605885 CAPLUS 
DN 129:339797 

TI Influence of aspirin on nerve injury of experimental cerebral 
ischemia in rabbits 

AU Liu, Shi-Xiang; Hou, Jing-Bian; Yang, Qing-Zhou; Zhang, Jia-Lin; Huang, 

Li-Chun; Liang, Yan 
CS Dep. Neurol., Kunming Gen. Hosp., Kumming, 650032, Peop. Rep. China 
SO Zhongguo Bingli Shengli Zazhi (1997), 13(2), 162-164 

CODEN: ZBSZEB; ISSN: 1000-4718 
PB Jinan Daxue 
DT Journal 
LA Chinese 
CC 1-11 (Pharmacology) 

AB Platelet play an important role in cerebral ischemial nerve 

injury. Aspirin (ASA) had been used to treat and prevent stroke in 

clinic. 30 Rabbits were randomly divided into A, B and C groups. In 

group A ASA was given orally at a daily dosage of 15 mg/kg per rabbit for 

5 days before cerebral ischemia; group B 

cerebral ischemia without giving ASA, and group C was 

normal rabbits as controls. The cerebral ischemial model was 

produced by occluding bilateral carotid arteries and bleeding from femoral 

artery. The results indicated that there was an obvious decrease of 

platelet aggregation and TXA2 and had no significance changes in free 

radicals increasing and Ca2+ rising from cerebral tissue in 

group A. The cerebral edema of group A was less severe than 

group B. It seemed that ASA had a protective effect on the nerve injury 

of cerebral ischemia. The derangement of ASA, 

platelet, free radicals and calcium ions interrelation and their 
significance on the nerve injury should be further studied. 
ST aspirin nerve injury brain ischemia TXA2 
IT Brain, disease 

(cerebral cortex, ischemia; influence of aspirin on 
nerve injury of exptl. cerebral ischemia in 
rabbits ) 

IT Platelet aggregation inhibitors 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
IT Nerve, disease 

(injury; influence of aspirin on nerve injury of exptl. 
cerebral ischemia in rabbits) 
IT Cytoprotective agents 

(neuroprotectants; influence of aspirin on nerve injury of exptl. 
cerebral ischemia in rabbits) 
IT 50-78-2/ Aspirin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
IT 57576-52-0, Thromboxane A2 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(influence of aspirin on nerve injury of exptl. cerebral 
ischemia in rabbits) 
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TI Intrathecal injection of acetylsalicylic acid, salicylic acid 

and indometacin depresses C fiber-evoked activity in the rat thalamus and 
spinal cord 

AU Jurna, Ilmar; Spohrer, Birgit; Bock, Rudolf 

CS Inst. Pharmakol. Toxikol., Univ. Saarlandes, Homburg/Saar , D-6650, Germany 
SO Pain (1992), 49(2), 249-56 

CODEN: PAINDB; ISSN: 0304-3959 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB It was aimed to assess if intrathecal (i.t.) injections of 

acetylsalicylic acid and salicylic acid depress C-f iber-evoked activity in 
the sensory part of the nociceptive system. In rats under urethane 
anesthesia, activity was elicited in single neurons in the dorsomedial 
part of the ventral nucleus (VDM) of the thalamus and in ascending axons 
of the spinal cord by supramaximal elec. stimulation of the sural nerve. 
Acetylsalicylic acid and salicylic acid injected i.t. significantly 
reduced the activity evoked in thalamic neurons. The max. depression 
amounted to about 50% of the activity evoked in the controls and was 
produced by acetylsalicylic acid at a dose of 50 .mu.g (0.28 .mu.mol)/rat 
and by salicylic acid at a dose of 37.5 .mu.g (0.27 .mu .mol) /rat . 
Indometacin injected i.t. also reduced C-f iber-evoked activity in the 
thalamus in a dose-dependent fashion, 100 .mu.g producing a 50% 
depression. Salicylic acid (37.5 .mu.g/rat, i.t.) depressed 
C-f iber-evoked activity in ascending axons but had no effect on A. beta, 
fiber-evoked activity. It is concluded that i.t. injection of 
acetylsalicylic acid selectively inhibits nociceptive impulse transmission 
in the spinal cord by an action of the salicylic acid moiety. It is 
possible that prostaglandins are involved in the central action of 
salicylic acid. 

ST C fiber thalamus spinal cord analgesic; acetylsalicylate C fiber thalamus 
spinal cord; salicylate C fiber thalamus spinal cord; indomethacin C fiber 
thalamus spinal cord 

IT Spinal cord 

(C-fiber-evoked activity in, acetylsalicylic and salicylic acids effect 

on, analgesic mechanism in relation to) 
IT Prostaglandins 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(in central analgesic action of salicylic acid) 
IT TUialgesics 

(intrathecal/ C-fiber-evoked activity inhibition by, in 

thalamus and spinal cord, mechanism of) 
IT Nerve 

(C-fiber, acetylsalicylic and salicylic acids effect on, of thalamus 
and spinal cord, analgesic mechanism in relation to) 
IT Nerve 

(nociceptive, axon, acetylsalicylic and salicylic acids effect on, of 
thalamus and spinal cord, analgesic mechanism in relation to) 
IT Brain 

(thalamus, C-fiber-evoked activity in, acetylsalicylic and salicylic 
acids effect on, analgesic mechanism in relation to) 
IT 50-78-2/ Acetylsalicylic acid 53-86-1, Indomethacin 69-72-7, 
Salicylic acid, biological studies 
RL: BIOL (Biological study) 

(intrathecal, C-fiber-evoked activity inhibition by, in 
thalamus and spinal cord, mechanism of) 
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TI A study on constrictor responses of dog coronary arteries to 

acetylsalicylic acid 
AU Sakanashi, M. ; Araki, H.; Furukawa, T.; Rokutanda^ M. ; Yonemura, K. 
CS Med. Sch., Kumamoto Univ., Kumamoto, 860, Japan 

SO Archives Internationales de Pharmacodynamie et de Therapie (1981), 252(1), 
86-96 

CODEN: AIPTAK; ISSN: 0003-9780 
DT Journal 
LA English 

CC 1-4 (Pharmacodynamics) 
GI 




AB In isolated and perfused dog hearts an intracoronary injection 
of acetylsalicylic acid (I) [50-78-2] (10 mg) decreased 
coronary blood flow concomitant with diminution of myocardial 
contractile force, but did not change heart rate. Contractions were 
produced in isolated dog coronary arterial strips by I (10-4 M) 
and these were significantly inhibited by Ca2+-free soln., diltiazem, 
nifedipine, phospholipase A2, arachidonate, and prostaglandin El. 
Apparently, I at a high dose produces coronary arterial 
contraction probably through inhibition of intravascular synthesis of 
vasodilating prostaglandins. 

ST acetylsalicylate coronary artery contraction; prostaglandin 
acetylsalicylate coronary artery contraction 

IT Prostaglandins 

RL: BIOL (Biological study) 

(coronary artery contraction from acetylsalicylic acid in 
relation to) 

IT Artery 

(coronary/ contraction of, from aspirin, prostaglandins in 
relation to) 
IT 50-78-2 

RL: BIOL (Biological study) 

(coronary artery contraction by, prostaglandin in relation 
to) 
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TI Entry of protein into cerebral ventricles during ventriculo-cisternal 

perfusion and the administration of anti-inf laminatory agents 
AU Haywood, J. R. ; Vogh, B. P. 

CS Dep. Pharmacol Ther. ^ Univ. Florida, Gainesville, FL, USA 
SO Journal of Neurochemistry (1978), 30(6), 1621-3 

CODEN: J0NRA9; ISSN: 0022-3042 
DT Journal 
LA English 

CC 13-13 (Mammalian Biochemistry) 
Section cross-reference ( s ) : 1 

AB During brain ventriculo-cisternal perfusion (VCP) in cats, entry of 

protein into the ventricles was stable over 30-150 min, after which the 
rate increased up to the end of the exptl . period (330 min). When the VCP 
procedures involved increased trauma to meningeal tissues, e.g., by using 
a blunted needle, the early and late stable mean rate of influx was higher 
and probably more direct leakage occurred due to the invasive technique 
itself. Gentami cin, tobramycin, acetylsalicylic acid (15—30 mg/kg i.v. or 
200 .mu.M intra thecally) / indomethacin (3.4 .mu.M) , and 

meclofenamic acid (1.7 .mu.M) all failed to reduce the protein entry, but 
dexamethasone given i.v. at the beginning of perfusion (0.3 mg/kg, i.v.) 
and in repeated doses (0.15 mg/kg/h) lowered the initial rate of protein 
entry and markedly attenuated the subsequent rise in protein influx. 
ST ventriculocisternal perfusion protein entry ventricle; antiinflammatory 
ventriculocisternal perfusion protein influx; dexamethasone 
ventriculocisternal perfusion protein influx; brain ventricle protein 
entry perfusion 
IT Proteins 

RL: BIOL (Biological study) 

(brain ventricle influx of, in ventriculo-cisternal perfusion) 
IT Cerebrospinal fluid 

(protein entry into, in ventriculo-cisternal perfusion) 
IT Inflammation inhibitors 

(protein influx into brain ventricles in ventriculo-cisternal perfusion 
response to) 
IT Brain 

(ventricle, protein entry into, in ventriculo-cisternal perfusion) 
IT 50-02-2 50-78-2 53-86-1 644-62-2 1403-66-3 32986-56-4 
RL: BIOL (Biological study) 

(protein influx into brain ventricles in ventriculo-cisternal perfusion 
response to) 
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L6 ANSWER 5 OF 6 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1995:932070 CAPLUS 
DN 124:21986 

TI Intrathecal steroids to reduce pain after lumbar disk surgery: A 

double-blind, placebo-controlled prospective study 
AU Langmayr, Johann J.; Obwegeser, Alois A.; Schwarz, Andreas B.; Laimer, 

Use; Ulmer, Hanno; Ortler, Martin 
CS Universitaetsklinik Neurochirurgie, Innsbruck, 6020, Austria 
SO Pain (1995), 62(3), 357-61 

CODEN: PAINDB; ISSN: 0304-3959 
PB Elsevier 
DT Journal 
LA English 

CC 2-4 (Mammalian Hormones) 

AB This double-blind, placebo-controlled prospective study investigated 

whether corticosteroids (beta-methasone) influence residual radicular pain 
after lumbar disk surgery. The study population consisted of 26 patients 
undergoing surgery for a herniated lumbar disk at our University 
Neurosurgical Department. Thirteen patients received beta-methasone 
intrathecally prior to wound closure, and 13- patients received 
normal saline. Main outcome measures were pain intensity graded on a 
100-mm visual analog pain scale (VAS) and consumption of non-steroidal 
anti-inflammatory agents (NSAIDs) . Both patient groups had 
comparable presurgical findings and pain intensity level (55 mm and 54 mm, 
resp-, on a 100-mm VAS). After surgery, residual pain declined gradually 
in the placebo group (mean 39, 29, 24, 20 mm on days 1-4; 10 mm on day 8) 
and abruptly in the corticosteroid group (mean 15, 15, 11, 8, mm on days 
1-4; 5 mm on day 8) . Anal, of variance (ANOVA) showed a highly 
significant influence of time (P<0.001), a significant influence of 
steroid application (P = 0.014) and interaction between time and 
application of steroids (P = 0.042). Mean daily consumption of 
NSAIDs did not differ significantly in either group: 124 mg in the 
treatment vs. 150 mg in the placebo group (P > 0,25). At follow-up after 
6 mo, residual radicular pain was rated equally by both groups (4 mm in 
the treatment vs. 5 mm in the placebo group, P > 0.5). Intrathecal 
application of steroids provides short-lasting, statistically significant 
pain redn. after lumbar disk surgery. Benefits of intrathecal steroids 
are probably outweighed by the risks assocd. with violation of the dural 
barrier. 

ST steroid lumbar disk surgery pain 
IT Pain 

Surgery 

(intrathecal steroids to reduce pain after lumbar disk surgery in 
humans ) 
IT Spinal column 

(lumbar intervertebral disk, intrathecal steroids to reduce pain after 
lumbar disk surgery in humans) 
IT 378-44-9, Beta-methasone 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(intrathecal steroids to reduce pain after lumbar disk surgery in 
humans ) 
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AN 1995:453105 CAPLUS 
DN 122:256081 

TI Central antinociceptive effects of non-steroidal anti -inflammatory drugs 

and paracetamol: experimental studies in the rat 
AU Bjoerkman, Roland 

CS Department of Pharmacology, University of Gothenburg, Goeteborg, Swed. 
SO Acta Anaesthesiologica Scandinavica, Supplementum (1995), 103, 44pp. 

CODEN: 7VASXAP; ISSN: 0515-2720 
PB Munksgaard 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AS These studies were undertaken to investigate the site and nature of the 
antinociceptive effect of NSAIDs (Non-steroidal 

Anti-Inflammatory Drugs) and paracetamol in the central nervous system 
(CNS) . Different nociceptive test models were employed: the tail-flick 
and hot-plate tests (thermoreceptors), the writhing test (visceral 
chemoreceptors) the "scratching, biting, licking" (SBL) behavior and the 
colorectal distension test (mechanoreceptors) . Drugs were given i.p./ 
intracerebroventricularly (i.c.v.), intra thecally (i.t.) or as 
local injection via cannulae implanted stereotactically . Nerve 
destruction was made by local injection of the neurotoxin 
5,7-dihydroxytryptamine (5,7-DHT). Whole brain and spinal cord contents 
of serotonin and 5-hydroxyindole acetic acid (5-HIAA) were analyzed by 
high pressure liq. chromatog. (HPLC) . Injections of diclofenac induced 
antinociception in visceral pain models (writhing test, colorectal 
distension test), but not in two models of somatosensory pain (tail-flick 
and hot-plate test). The antinociceptive effect of diclofenac (i.p., 
i.c.v., or i.t.) was reversed by i.p. naloxone. Naloxone also reversed 
the effect of diclofenac injected locally into thalamic and hypothalamic 
areas involved in pain transmission as well as in n. paragigantocellularis 
or n. raphe magnus . In addn., chem. destruction of the n. raphe region 
attenuated the antinociceptive effect of diclofenac. Inhibition of 
serotonergic transmission by pretreatment with methiothepin, ritanserin, 
parachlorophenylalanine (PCPA) or 5,7-DHT also reduced the antinociceptive 
effect of diclofenac in a visceral pain model. Pretreatment with 
diclofenac or ibuprofen blocked pain behavior (SBL) after activation of 
excitatory amino acid receptors of the NMDA type, but not pain behavior 
after activation of AMPA or substance P (SP) receptors. Paracetamol 
inhibited hyperalgesia after both NMDA and SP. The antinociceptive 
effects of diclofenac, ibuprofen and paracetamol were reversed by 
L-arginine, but not by D-arginine. The antinociceptive effect of 
diclofenac involves a central nervous component which may be elicited from 
several defined areas in the CNS. Part of the antinociceptive effect 
seems to be mediated by descending inhibitory opioid, serotonin and/or 
other neurotransmitter systems interfering with visceral pain impulse 
traffic at the spinal level. NSAIDs and paracetamol interfere 
with nociception assocd. with spinal NMDA receptor activation. This 
effect involves an inhibitory action on spinal nitric oxide (NO) 
mechanisms. Possibly, the supraspinal antinociceptive effect of 
NSAIDs may be explained by an analogous action. 

ST NSAID paracetamol analgesia CNS site mechanism 

IT Analgesics 

Inflammation inhibitors 

(central antinociceptive effects of non-steroidal anti-inflammatory 
drugs and paracetamol) 

IT Nervous system 

(central, central antinociceptive effects of non-steroidal 
anti-inflammatory drugs and paracetamol) 

IT Receptors 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(glutamatergic, methyl-D-aspartate-binding, in central antinociceptive 



effects of non-steroidal anti-inflammatory drugs and paracetamol) 
IT Neurohormones 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(neurotransmitters, in central antinociceptive effects of non-steroidal 
anti-inflammatory drugs and paracetamol) 
IT 53-86-1, Indomethacin 54-21-7, Sodium salicylate 103-90-2, Paracetamol 
15307-79-6, Diclofenac sodium 22204-53-1, Naproxen 36322-90-4, 
Piroxicam 51146-56-6 51146-57-7, R (-) -Ibuprof en 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(central antinociceptive effects of non-steroidal anti-inflammatory 
drugs and paracetamol) 
IT 10102-43-9, Nitric oxide, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(in central antinociceptive effects of non-steroidal anti-inflammatory 
drugs and paracetamol) 
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TI Entry of protein into cerebral ventricles during ventriculo-cisternal 

perfusion and the administration of anti-inflammatory agents 
AU Haywood, J. R. ; Vogh, B. P. 

CS Dep. Pharmacol Ther.^ Univ. Florida, Gainesville, FL, USA 
SO Journal of Neurochemistry (1978), 30(6), 1621-3 
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CC 13-1.3 (Mammalian Biochemistry) 
Section cross-reference (s ) : 1 
AB During brain ventriculo-cisternal perfusion (VCP) in cats, entry of 



protein into the ventricles was stable over 30-150 min, after which the 
rate increased up to the end of the exptl. period (330 min) . When the VCP 
procedures involved increased trauma to meningeal tissues, e.g., by using 
a blunted needle, the early and late stable mean rate of influx was higher 
and probably more direct leakage occurred due to the invasive technique 
itself. Gentamicin, tobramycin, acetylsalicylic acid (15-30 mg/kg i.v. or 
200 .mu.M intra thecally) , indomethacin (3.4 .mu.M), and 

meclofenamic acid (1.7 .mu.M) all failed to reduce the protein entry, but 
dexamethasone given i.v. at the beginning of perfusion (0.3 mg/kg, i.v.) 
and in repeated doses (0.15 mg/kg/h) lowered the initial rate of protein 
entry and markedly attenuated the subsequent rise in protein influx. 
ST ventriculocisternal perfusion protein entry ventricle; antiinflammatory 
ventriculocisternal perfusion protein influx; dexamethasone 
ventriculocisternal perfusion protein influx; brain ventricle protein 
entry perfusion 
IT Proteins 

RL: BIOL (Biological study) 

(brain ventricle influx of, in ventriculo-cisternal perfusion) 
IT Cerebrospinal fluid 

(protein entry into, in ventriculo-cisternal perfusion) 
IT Inflammation inhibitors 

(protein influx into brain ventricles in ventriculo-cisternal perfusion 
response to) 
IT Brain 

(ventricle, protein entry into, in ventriculo-cisternal perfusion) 
IT 50-02-2 50-78-2 53-86-1 644-62-2 1403-66-3 32986-56-4 
RL: BIOL (Biological study) 

(protein influx into brain ventricles in ventriculo-cisternal perfusion 
response to) 
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TI Combined effect of the 5-HT2 receptor antagonist DV-7028 and aspirin or 

heparin on coronary cyclic flow reductions in dogs 
AU Tanaka, Tsuyoshi; Morishima, Yoshiyuki; Watanabe, Kazuo; Shibutani, 

Tomoko; Yasuoka, Megumi; Shibano, Toshiro 
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SO Cardiovascular Research (1993), 27(7), 1374-9 
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DT Journal 
LA English 
CC 1-8 (Pharmacology) 
GI 



AB The aim was to study the combined effect of DV-7028 (I), a selective 5-HT2 
receptor antagonist, and aspirin or heparin on cyclic flow redns. in the 
canine coronary artery. Anesthetized open chest beagle dogs 
under artificial respiration were used. Cyclic flow redns. were induced 
by partial occlusion of the left anterior descending coronary 
artery at the site of endothelial injury. After induction of cyclic flow 
redns., test drugs were given to the animals i.v. DV-7028 (0.1 
mg.cntdot.kg-1) reduced the frequency of cyclic flow redns. by 77% and 
improved the nadir of coronary blood flow velocity that 
indicated the severity of cyclic flow redns. Also, aspirin (1 or 3 




0 



I 



mg. cntdot . kg-1) or heparin (200 U . cntdot . kg-1 ) attenuated the cyclic flow 
redns. In expts. with drug combinations, DV-7 028 was given to animals 
that had already received aspirin (1 mg . cntdot . kg-1) or heparin (200 
U. cntdot. kg-1) . DV-7028 (0.1 mg. cntdot . kg-1) completely abolished the 
cyclic flow redns. remaining after aspirin treatment in three of four 
animals. Heparin inhibited the cyclic flow redns. in one of five animals 
and the addn. of DV-7028 abolished the remaining cyclic flow redns. in the 
other four animals. After combined injection of DV-7028 with 
aspirin or heparin, the coronary blood flow with cyclical redns. 
returned to the baseline. The 5-HT2 receptor antagonist DV-7028 can 
inhibit the cyclic flow redns. that are resistant to aspirin or heparin. 
The combined regimen of DV-7028 and aspirin or heparin in treatment of 
acute coronary stenosis is more effective than that of aspirin 
or heparin alone. 
ST DV7028 aspirin heparin interaction coronary stenosis; cyclic 

flow redn coronary DV702 8 antithrombotic 
IT Anticoagulants and Antithrombotics 

(DV-7028 and aspirin and heparin, cyclic flow redns. inhibition by, 
acute coronary stenosis treatment in relation to) 
IT Drug interactions 

(additive, of DV-7028 with aspirin and heparin, cyclic flow redns. 

inhibition and acute coronary stenosis treatment in relation 

to) 

IT Circulation 

(coronary/ DV-7 028 and aspirin and heparin effect on, cyclic 
flow redns. inhibition and acute coronary stenosis treatment 
in relation to) 

IT Artery^ disease 

(coronary/ stenosis, acute, DV-7028 and aspirin and heparin 
in treatment of, cyclic flow redns. inhibition in relation to) 

IT 133364-63-3, DV-7028 

RL: BIOL (Biological study) 

(cyclic flow redns. inhibition by, as 5-HT2 receptor antagonist, in 
coronary stenosis, interaction with aspirin and heparin in 
relation to) 

IT 50-78-2, Aspirin 9005-49-6, Heparin, biological studies 
RL: BIOL (Biological study) 

(cyclic flow redns. inhibition by, in coronary stenosis) 
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DT Journal 
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CC 14-5 (Mammalian Pathological Biochemistry) 
Section cross-reference (s ) : 1 

AB The mechanism of ischemic preconditioning may be mediated through the 
synthesis and release of prostaglandin/prostacyclin. Aspirin, an 
inhibitor of cycloooxygenase, could block or prevent the protective effect 
of preconditioning. Rats were preconditioned by episodes of 3 min of 
coronary occlusion and 5 min of reper fusion, and then subjected to 
90 min of occlusion followed by 4 h of reperfusion. Aspirin (10 mg/kg) 
was given 10 min prior to the preconditioning. Planimetry was used to 



measure area at risk (AR) following blue dye injection and area 
of necrosis (AN) after tetrazolium staining. All groups had comparable 
AR. AN/AR was reduced in the preconditioning group and the aspirin + 
preconditioning group compared with the control group. The incidence of 
ventricular tachycardia and/or fibrillation was also reduced in the 
preconditioning and aspirin + preconditioning groups. Preconditioning 
both with and without aspirin reduced the infarct size and the incidence 
of ventricular tachycardia and/or fibrillation. The effects of 
preconditioning were not prevented by aspirin. The cardioprotective 
effects of preconditioning may not be mediated by prostanoids in this rat 
model . 

ST heart ischemia preconditioning prostaglandin mechanism aspirin 
IT Prostaglandins 

RL: BIOL (Biological study) 

(heart ischemia preconditioning lack of mediation by) 
IT Heart, disease 

(ischemia, preconditioning against, prostanoids lack of role in) 
IT 50-78-2, Aspirin 

RL: BIOL (Biological study) 

(heart ischemia preconditioning lack of response to) 
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TI A study on constrictor responses of dog coronary arteries to 
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DT Journal 
LA English 

CC 1-4 (Pharmacodynamics) 
GI 

AB In isolated and perfused dog hearts an intracoronary injection 
of acetylsalicylic acid (I) [50-78-2] (10 mg) decreased 
coronary blood flow concomitant with diminution of myocardial 
contractile force, but did not change heart rate. Contractions were 
produced in isolated dog coronary arterial strips by I (10-4 M) 
and these were significantly inhibited by Ca2+-free soln., diltiazem, 
nifedipine, phospholipase A2, arachidonate, and prostaglandin El. 
Apparently, I at a high dose produces coronary arterial 
contraction probably through inhibition of intravascular synthesis of 
vasodilating prostaglandins. 

ST acetylsalicylate coronary artery contraction; prostaglandin 
acetylsalicylate coronary artery contraction 

IT Prostaglandins 

RL: BIOL (Biological study) 

(coronary artery contraction from acetylsalicylic acid in 



relation to) 
IT Artery 

{coronary/ contraction of, from aspirin, prostaglandins in 
relation to) 
IT 50-78-2 

RL: BIOL (Biological study) 

(coronary artery contraction by, prostaglandin in relation 
to) 
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DT Patent 
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DN 136:194095 

TI Antinociceptive profiles of aspirin and acetaminophen in formalin, 

substance P and glutamate pain models 
AU Choi, Seong-Soo; Lee, Jin-Koo; Suh, Hong-Won 

CS Department of Pharmacology, Hallym University, College of Medicine, and 
Institute of Natural Medicine, Kangwon-Do, Chunchon, 200-702, S. Korea 

SO Brain Research (2001), 921(1,2), 233-239 
CODEN: BRREAP; ISSN: 0006-8993 

PB Elsevier Science B.V. 

DT Journal 

LA English 
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TI Effects of intrathecal or intracerebroventricular administration 

of nonsteroidal anti-inflammatory drugs on a C-fiber reflex in rats 
AU Bustamante, Diego; Paeile, Carlos; Wilier, Jean-Claude; Le Bars, Daniel 
CS Dep. of Pharmacology, Faculty of Medicine, University of Chile, Santiago, 
Chile 

SO Journal of Pharmacology and Experimental Therapeutics (1997), 281(3), 
1381-1391 

CODEN: JPETAB; ISSN: 0022-3565 
PB Williams & Wilkins 
DT Journal 
LA English 
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TI Intrathecal injection of lysine acetylsalicylic acid in the rat: 

a neurotoxicological study 
AU Svensson, B. A.; Karlsten, R. ; Kristensen, J. D.; Sottile, A.; Bennett, 

A.; Gordh, T. Jr. 
CS Dep. Anat., Uppsala Univ., Uppsala, Swed. 

SO Acta Anaesthesiologica Scandinavica (1993), 37(8), 799-805 

CODEN: AANEAB; ISSN: 0001-5172 
DT Journal 
LA English 
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AU Malmberg, Annika B.; Yaksh, Tony L. 
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SO Journal of Pharmacology and Experimental Therapeutics (1992), 263(1), 
136-46 

CODEN: JPETAB; ISSN: 0022-3565 
DT Journal 
LA English 
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spinal cord 



AU Jurna, Ilmar; Spohrer, Birgit; Bock, Rudolf 
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SO Pain (1992), 49(2), 249-56 
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DT Journal 
LA English 
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TI Prostaglandins inhibit endogenous pain control mechanisms by blocking 

transmission at spinal noradrenergic synapses 
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CODEN: JNRSDS; ISSN: 0270-6474 
DT Journal 
LA English 

LI 6 ANSWER 9 OF 9 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1986:583773 CAPLUS 
DN 105:183773 

TI Spinal cord toxicity of lysine acetylsalicylate and ketamine hydrochloride 

given by the intrathecal route in the rat 
AU Amiot, J. F.; Palacci, J. H.; Vedrenne, C; Pellerin, M. 

CS Dep. Anesth. -Reanim. , CHG Robert-Ballanger, Aulnay-sous-Bois , F 93602, Fr. 
SO Annales Francaises d'Anesthesie et de Reanimation (1986), 5(4), 462 

CODEN: AFAREO; ISSN: 0750-7658 
DT Journal 
LA French 



=> d 116 7 all 

L16 ANSWER 7 OF 9 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 1992:504057 CAPLUS 
DN 117:104057 

TI Intrathecal injection of acetylsalicylic acid, salicylic acid 

and indometacin depresses C fiber-evoked activity in the rat thalamus and 
spinal cord 

AU Jurna, Ilmar; Spohrer, Birgit; Bock, Rudolf 

CS Inst. Pharmakol. Toxikol., Univ. Saarlandes, Homburg/Saar , D-6650, Germany 
SO Pain (1992), 49(2), 249-56 

CODEN: PAINDB; ISSN: 0304-3959 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB It was aimed to assess if intrathecal (i-t.) injections of 

acetylsalicylic acid and salicylic acid depress C- fiber-evoked activity in 
the sensory part of the nociceptive system. In rats under urethane 
anesthesia, activity was elicited in single neurons in the dorsomedial 
part of the ventral nucleus (VDM) of the thalamus and in ascending axons 
of the spinal cord by supramaximal elec. stimulation of the sural nerve. 
Acetylsalicylic acid and salicylic acid injected i.t. significantly 
reduced the activity evoked in thalamic neurons. The max. depression 
amounted to about 50% of the activity evoked in the controls and was 
produced by acetylsalicylic acid at a dose of 50 .mu.g (0.28 .mu.mol)/rat 
and by salicylic acid at a dose of 37.5 .mu.g (0.27 .mu.mol) /rat . 
Indometacin injected i.t. also reduced C- fiber-evoked activity in the 
thalamus in a dose-dependent fashion, 100 .mu.g producing a 50% 
depression. Salicylic acid (37.5 .mu.g/rat, i.t.) depressed 
C-fiber-evoked activity in ascending axons but had no effect on A. beta. 



fiber-evoked activity. It is concluded that i.t. injection of 
acetylsalicylic acid selectively inhibits nociceptive impulse transmission 
in the spinal cord by an action of the salicylic acid moiety. It is 
possible that prostaglandins are involved in the central action of 
salicylic acid. 

ST C fiber thalamus spinal cord analgesic; acetylsalicylate C fiber thalamus 
spinal cord; salicylate C fiber thalamus spinal cord; indomethacin C fiber 
thalamus spinal cord 

IT Spinal cord 

(C-fiber-evoked activity in, acetylsalicylic and salicylic acids effect 

on, analgesic mechanism in relation to) 
IT Prostaglandins 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(in central analgesic action of salicylic acid) 
IT Analgesics 

(intrathecal/ C-fiber-evoked activity inhibition by, in 

thalamus and spinal cord, mechanism of) 
IT Nerve 

(C-fiber, acetylsalicylic and salicylic acids effect on, of thalamus 
and spinal cord, analgesic mechanism in relation to) 
IT Nerve 

(nociceptive, axon, acetylsalicylic and salicylic acids effect on, of 
thalamus and spinal cord, analgesic mechanism in relation to) 
IT Brain 

(thalamus, C-fiber-evoked activity in, acetylsalicylic and salicylic 

acids effect on, analgesic mechanism in relation to) 
IT 50-78-2, Acetylsalicylic acid 53-86-1, Indomethacin 69-72-7, 
Salicylic acid, biological studies 
RL: BIOL (Biological study) 

(intrathecal, C-fiber-evoked activity inhibition by, in 

thalamus and spinal cord, mechanism of) 
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TI Intrathecal injection of lysine acetylsalicylic acid in the rat: 

a neurotoxicological study 
AU Svensson, B. A.; Karlsten, R. ; Kristensen, J. D.; Sottile, A.; Bennett, 

A.; Gordh, T. Jr. 
CS Dep. Anat., Uppsala Univ., Uppsala, Swed. 

SO Acta Anaesthesiologica Scandinavica (1993), 37(8), 799-805 

CODEN: AANEAB; ISSN: 0001-5172 
DT Journal 
LA English 
CC 1-11 (Pharmacology) 

AB Lysine acetylsalicylic acid has been reported to induce analgesic effects 
in humans after intrathecal (i.t.) injection. Before conducting 
further studies in humans with this drug, it is important to evaluate 
potential toxicol. effects on the spinal cord in animals. In the present 
study the effects of chronic intrathecal administration of 

provocative doses of lysine acetylsalicylic acid (L-ASA) on the rat spinal 
cord were evaluated using light and electron microscopy and a quant, 
morphometric method. The authors also investigated the effects of single 
doses of the drug on the spinal cord blood flow (SCBF) using the 
laser-Doppler flowmetry technique. No histopathol. changes or differences 
in no. or d. of neuronal cells could be seen after chronic administration 
of L-ASA as compared to controls. The SCBF decreased immediately after 
i.t. injection of a large dose (4 mg) of L-ASA and returned to predrug 



levels within 10 min. At the end of the expt . metabolic acidosis was 
detected, indicating a systemic effect of acetylsalicylic acid. It is 
concluded that no neurotoxic effects on the spinal cord were seen after 
chronic i.t. injection of L-ASA. From a neurotoxicol • point of view, the 
authors' findings do not contraindicate the spinal use of L-ASA in humans - 

ST lysine acetylsalicylic acid toxicity spinal cord; analgesic lysine 
acetylsalicylic acid toxicity 

IT Analgesics 

(lysine acetylsalicylic acid as, neurotoxicity of, to spinal cord, 

after intrathecal injection) 
IT Spinal cord 

(lysine acetylsalicylic acid neurotoxicity to, after 

intrathecal injection) 
IT Nerve, toxic chemical and physical damage 

(lysine acetylsalicylic acid toxicity to, in spinal cord, after 

intrathecal injection) 
IT Acidosis 

(neurotoxic effect of lysine acetylsalicylic acid in relation to, in 
spinal cord, after intrathecal injection) 
IT Circulation 

(of spinal cord, lysine acetylsalicylic acid effect on, neurotoxicity 
after intrathecal injection in relation to) 
IT 62952-06-1 

RL: PRP (Properties) 

(neurotoxicity of, to spinal cord, after intrathecal 
injection) 
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TI Molecular characterization of the neuroprotective activity of salicylates 
AU Grilli, M. ; Pizzi, M, ; Goffi, F. ; Benarese, M. ; Gerardi, G. ; Memo, M. ; 
Spano, P. F. 

CS Division of Pharmacology Department of Biomedical Sciences and 

Biotechnologies School of Medicine, University of Brescia, Brescia, Italy 

SO Advances in Behavioral Biology (1998), 49 (Progress in Alzheimer's and 
Parkinson's Diseases), 99-103 
CODEN: ADBBBW; ISSN: 0099-6246 

PB Plenum Publishing Corp. 

DT Journal 

LA English 

CC 1-11 (Pharmacology) 

AB Aspirin and its metabolite sodium salicylate prevent glutamate-induced 
neurotoxicity in rats. The neuroprotective effect of aspirin does not 
appear to correlate with the anti-inflammatory properties of this compd. 
ST neuroprotectant salicylate antiinflammatory neurodegenerative disorder 

Alzheimer 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NF-. kappa. B (nuclear factor . kappa. B); mol . characterization of the 
neuroprotective activity of salicylates) 
IT Nervous system 

(degeneration; mol. characterization of the neuroprotective activity of 
salicylates) 
IT Anti-Alzheimer 's agents 

(mol. characterization of the neuroprotective activity of salicylates) 
IT Cytoprotective agents 

(neuroprotectants; mol. characterization of the neuroprotective 
activity of salicylates) 
IT Anti-inflammatory agents 

(nonsteroidal; mol. characterization of the neuroprotective activity of 
salicylates) 
IT 54-21-7, Sodium salicylate 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); MFM (Metabolic formation); THU (Therapeutic use); 
BIOL (Biological study); FORM (Formation, nonpreparative) ; USES (Uses) 
(mol. characterization of the neuroprotective activity of salicylates) 
IT 50-78-2, Aspirin 69-72-7D, analogs 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(mol. characterization of the neuroprotective activity of salicylates) 
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TI Method of delaying onset of Alzheimer's disease symptoms with a 

non-steroidal anti-inflammatory agent and/or a histamine H2 

receptor-blocking agent 
IN Breitner, John C. S,; Welsh, Kathleen A. 
PA Duke University, USA 
SO U.S., 10 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM A61K031-60 

ICS A61K031-615; A61K031-54; A61K031-44; A61K031-425; A61K031-42; 
A61K031-415; A61K031-40; A61K031-38; A61K031-34; A61K031-195; 
A61K031-19 
NCL 514570000 
CC 1-11 (Pharmacology) 
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PI US 5643960 A 19970701 US 1994-228019 19940415 

US 6025395 A 20000215 US 1997-843217 19970414 

PRAI US 1994-228019 19940415 

AB A method is disclosed for preventing or delaying the onset of 

Alzheimer's disease and related neurodegenerative disorders. The 
method involves the administration to individuals at risk of developing 
the disease (or disorder) a non-steroidal anti-inflammatory agent and/or a 
histamine H2 receptor-blocking agent. The invention also relates to a 
method of treating Alzheimer's disease and related 
neurodegenerative disorders that involves the use of such agents. 
ST Alzheimer disease NSAID H2 antihistaminic; neurodegenerative 

disease NSAID H2 antihistaminic 
IT Apolipoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(E, .epsilon.4 or .epsilon.2 allele at locus for; non-steroidal 
anti-inflammatory agent and/or histamine H2 receptor-blocking agent for 
preventing, delaying, or treating Alzheimer's disease and 
related neurodegenerative disorders) 
IT Antihistamines 

(H2; non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Nervous system 

(degeneration; non-steroidal anti-inflammatory agent and/or histamine 
H2 receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Alzheimer's disease 
Narcotics 

Susceptibility (genetic) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Glucocorticoids 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
IT Anti-inflammatory agents 

(nonsteroidal; non-steroidal anti-inflammatory agent and/or histamine 
H2 receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 



Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(.epsilon-4 or .epsilon.2 allele, for apolipoprotein E; non-steroidal 
anti-inflammatory agent and/or histamine H2 receptor-blocking agent for 
preventing, delaying, or treating Alzheimer's disease and 
related neurodegenerative disorders) 
50-78-2, Aspirin 103-90-2, Acetaminophen 22204-53-1, Naproxen 
RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(non-steroidal anti-inflammatory agent and/or histamine H2 
receptor-blocking agent for preventing, delaying, or treating 
Alzheimer's disease and related neurodegenerative disorders) 
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TI Peripheral administration of novel anti-inf lammatories can attenuate the 

effects of chronic inflammation within the CNS [central nervous system] 
AU Hauss-Wegrzyniak, Beatrice; Willard, Lauren B. ; Del Soldato^ Piero; Pepeu^ 

Giancarlo; Wenk, Gary L. 
CS Memory and Aging, Division of Neural Systems, Arizona Research 

Laboratories, University of Arizona, Tucson, AZ, 85724, USA 
SO Brain Research (1999), 815(1), 36-43 

CODEN: BRREAP; ISSN: 0006-8993 
PB Elsevier Science B.V. 
DT Journal 
LA English 
CC 1-7 (Pharmacology) 

AB This study investigated whether nitrof lurbiprof en (NFP) or nitro-aspirin 
can reduce the inflammatory response induced by continuous infusion of 
lipopolysaccharide (LPS) into the 4th ventricular space of the rat brain 
for 30 days. The chronic LPS infusion produced an extensive inflammation 
that was particularly evident in the hippocampus, subiculum and entorhinal 
and piriform cortices. Daily peripheral administration of NFP 
dose-dependently attenuated the brain inflammation, as indicated by the 
decreased d. and reactive state of microglial cells. Daily peripheral 
administration of nitro-aspirin also attenuated the brain inflammation, 
but to a much lesser degree than NFP. The results demonstrated that 
nonsteroidal anti-inflammatory drugs can reduce brain inflammation and 
that NFP is an effective anti-inflammatory agent. 

ST brain inflammation inhibition nitrof lurbiprof en nitroaspirin; nonsteroidal 
antiinflammatory drug brain inflammation 

IT Encephalitis 

(nitroflurbiprofen and nitroaspirin inhibition of) 

IT Alzheimer's disease 

(nitroflurbiprofen and nitroaspirin inhibition of brain inflammation in 
relation to) 

IT Anti-inflammatory agents 

(nonsteroidal; brain inflammation inhibition by nitroflurbiprofen and 
nitroaspirin as) 

IT 17336-14-0 158836-71-6, Nitroflurbiprofen 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(brain inflammation inhibition by) 
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AN 1999:103337 CAPLUS 
DN 130:280248 

TI Increased expression of cyclooxygenases and peroxisome 

prolif erator-activated receptor- • gamma . in Alzheimer's disease 
brains 

AU Kitamura, Yoshihisa; Shimohama, Shun; Koike, Hideyasu; Kakimura, Jun-Ichi; 
Matsuoka, Yasuji; Nomura, Yasuyuki; Gebicke-Haerter , Peter J.; Taniguchi, 
Takashi 

CS Department of Neurobiology, Kyoto Pharmaceutical University, Kyoto, 
607-8412, Japan 

SO Biochemical and Biophysical Research Communications (1999), 254(3), 
582-586 

CODEN: BBRCA9; ISSN: 0006-2 91X 
PB Academic Press 
DT Journal 
LA English 

CC 14-10 (Mammalian Pathological Biochemistry) 
Section cross-reference (s) : 1 

AB Recent studies suggest that inflammatory events are assocd. with plaque 
formation in the brains of patients with Alzheimer's disease 
(AD) . Treatment with nonsteroidal anti-inflammatory drugs (NSAIDs) of 
these patients appears to slow the progression of disease. The authors 
assessed the occurrence of cyclooxygenases (COX-1 and -2) and peroxisome 
proliferator-activated receptor- . gamma . (PPAR. gamma . ) in temporal cortex 
from normal and AD brains using specific antibodies. In AD brains, 
protein levels of COX-1 were increased in both cytosolic and particulate 
fractions, and COX-2 protein was also increased in the particulate 
fraction. PPAR, gamma, level was increased in the cytosolic fraction but 
not in the particulate fraction. Thus, expression levels of COX-1, COX-2, 
and PPAR. gamma, may change in AD brains. In addn., several NSAIDs which 
are also PPAR. gamma, activators, such as indomethacin, inhibited COX-2 
expression in glial cells. These results suggest that PPAR. gamma, 
activators have inhibitory effects on inflammatory events in AD brains, 
(c) 1999 Academic Press. 

ST brain cyclooxygenase peroxisome proliferator activated receptor gamma 
Alzheimer disease 

IT Cytoplasm 

(cytosol; increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT Gene 

(expression; increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma, in brains from humans with 
Alzheimer's disease) 
IT Alzheimer's disease 
Encephalitis 
Neuroglia 

(increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 

IT Anti-inflammatory agents 

(nonsteroidal; increased expression of cyclooxygenases and peroxisome 
proliferator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 

IT Brain 

(temporal cortex; increased expression of cyclooxygenases and 

peroxisome proliferator-activated receptor- . gamma , in brains from 

humans with Alzheimer's disease) 
IT Peroxisome proliferator-activated receptors 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(.gamma.; increased expression of cyclooxygenases and peroxisome 



prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT 39391-18-9 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified) ; BIOL (Biological study) ; OCCU (Occurrence) ; PROC 
(Process ) 

(1 and 2; increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
IT 50-78-2, Aspirin 53-86-1, Indomethacin 41598-07-6, PGD2 
87893-55-8 123653-11-2, NS398 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(increased expression of cyclooxygenases and peroxisome 
prolif erator-activated receptor- . gamma . in brains from humans with 
Alzheimer's disease) 
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TI Use of selected nonsteroidal antiinflammatory compounds for the prevention 

and the treatment of neurodegenerative diseases 
IN Grilli, Mariagrazia; Pizzi, Marina; Memo, Maurizio; Spano, Pierfranco 
PA Universita' Degli Studi di Brescia - Dipartimento di Scienze Biomediche, 

Italy; Grilli, Mariagrazia; Pizzi, Marina; Memo, Maurizio; Spano, 

Pierfranco 
SO PCT Int. Appl., 24 pp. 

CODEN:- PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-00 

ICS A61K031-60 
CC 1-11 (Pharmacology) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9820864 A2 19980522 WO 1997-EP6323 19971113 

WO 9820864 A3 19981015 

W: JP, US 

RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
PRAI IT 1996-MI2356 19961113 
OS MARPAT 129:12755 

AB Nonsteroidal antiinflammatory compds . are used for the prevention and the 
treatment of neurodegenerative diseases, e.g. Alzheimer's disease and 
Parkinson's disease. 
ST neurodegenerative disease nonsteroidal antiinflammatory drug; 

Parkinson disease nonsteroidal antiinflammatory drug; Alzheimer 
disease nonsteroidal antiinflammatory drug; NSAID neurodegenerative 
disease 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(AP-1 (activator protein 1); nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Nervous system 

(Huntington's chorea; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Transcription factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NF-. kappa. B (nuclear factor . kappa. B); nonsteroidal antiinflammatory 
compds. for prevention and treatment of neurodegenerative diseases) 
IT Glutamate receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NMDA-binding; nonsteroidal antiinflammatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT Nervous system 

(amyotrophic lateral sclerosis; nonsteroidal antiinflammatory compds. 
for prevention and treatment of neurodegenerative diseases) 
IT Nervous system 

(ataxia telangiectasia; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Nervous system 

(degeneration; nonsteroidal antiinflammatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT AIDS (disease) 

(dementia assocd. with; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Mental disorder 



(dementia, multi-inf arct ; nonsteroidal antiinflammatory compds . for 
prevention and treatment of neurodegenerative diseases) 
IT Brain 

(dentate gyrus; nonsteroidal antiinflammatory compds. for prevention 

and treatment of neurodegenerative diseases) 
IT Mental disorder 

(diffuse Lewy body disease; nonsteroidal antiinflammatory compds. for 

prevention and treatment of neurodegenerative diseases) 
IT Brain 

(hippocampus, sector CAl; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Brain 

(hippocampus, sector CAS; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Infection 

(infective neurodegenerative disease; nonsteroidal antiinflammatory 

compds. for prevention and treatment of neurodegenerative diseases) 
IT Nerve, disease 

(injury; nonsteroidal antiinflammatory compds. for prevention and 

treatment of neurodegenerative diseases) 
IT Metabolism 

(metabolic neuropathies; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Epilepsy 

(neurodegenerative processes related to; nonsteroidal antiinflammatory 
compds. for prevention and treatment of neurodegenerative diseases) 
IT Prion diseases 

' (neurodegenerative syndromes in; nonsteroidal antiinflammatory compds. 
for prevention and treatment of neurodegenerative diseases) 
IT Hypoxia, animal 

(neuropathy from; nonsteroidal antiinflammatory compds. for prevention 
and treatment of neurodegenerative diseases) 
IT Brain, disease 

(neuropathy, ischemic; nonsteroidal antiinflammatory compds. for 
prevention and treatment of neurodegenerative diseases) 
IT Nerve, disease 

(neuropathy; nonsteroidal antiinflammatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT Cytoprotective agents 

(neuroprotectants ; nonsteroidal antiinflammatory compds. for prevention 
and treatment of neurodegenerative diseases) 
IT Anti-Alzheimer's agents 
Anti-ischemic agents 
Antiparkinsonian agents 
Multiple sclerosis 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT Glutamate receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT Anti-inflammatory agents 

(nonsteroidal; nonsteroidal antiinflammatory compds. for prevention and 
treatment of neurodegenerative diseases) 
IT Nerve, disease 

(peripheral neuropathy, ischemic; nonsteroidal antiinflammatory compds. 
for prevention and treatment of neurodegenerative diseases) 
IT Brain, disease 
Spinal cord 
Spinal cord 

(trauma; nonsteroidal antiinflammatory compds. for prevention and 



treatment of neurodegenerative diseases) 
IT 50-99-7, D-Glucose, biological studies 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study); OCCU (Occurrence) 

(blood; glycemic damage-as socd. neuropathy; nonsteroidal 
antiinflammatory compds . for prevention and treatment of 
neurodegenerative diseases) 
IT 53-86-1, Indomethacin 56-86-0, L-Glutamic acid, biological studies 
6384-92-5, NMDA 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT 50-33-9, Phenylbutazone, biological studies 50-33-9D, Phenylbutazone, 
metabolites 50-78-2, Acetylsalicylic acid 50-78-2D, 

Acetylsalicylic acid, derivs . 54-21-7, Sodium salicylate 58-15-1, 
Aminopyrine 58-15-lD, Aminopyrine, metabolites 60-80-0, Antipyrine 
60-80-OD, Antipyrine, metabolites 65-45-2, Salicylamide 65-85-0, 
Benzoic acid, biological studies 65-85-OD, Benzoic acid, metabolites, 
biological studies 69-46-5/ Calcium acetylsalicylate 87-28-5, 
Glycol salicylate 89-57-6, Mesalamine 118-57-0, Acetaminosalol 
119-36-8, Methyl salicylate 129-20-4, Oxyphenbutazone 129-20-4D, 
Oxyphenbutazone, metabolites 134-55-4/ Phenyl acetylsalicylate 
147-90-0, Morpholine salicylate 303-38-8, 2, 3-Dihydroxybenzoic acid 
303-38-8D, 2, 3-Dihydroxybenzoic acid, metabolites 487-48-9, Salacetamide 
490-79-9, Gentisic acid 550-97-0, 1-Naphthyl salicylate 552-94-3, 
Salsalate 580-02-9, Methyl acetylsalicylate 599-79-1, 
Sulfasalazine 5003-48-5/ Benorylate 5104-49-4, Flurbiprofen 
5104-49-4D, Flurbiprofen, metabolites 5663-71-8 6385-02-0, Sodium 
meclofenamate 6385-02-OD, Sodium meclof enamate, metabolites 
13539-59-8, Apazone 13539-59-8D, Apazone, metabolites 13586-98-6 
15307-86-5, Diclofenac 15307-86-5D, Diclofenac, metabolites 15687-27-1 
15687-27-lD, metabolites 15722-48-2, Olsalazine 21256-18-8, Oxaprozin 
21256-18-8D, Oxaprozin, metabolites 22071-15-4, Ketoprofen 
22071-15-4D, Ketoprofen, metabolites 22204-53-1, Naproxen 22204-53-lD, 
Naproxen, metabolites 22494-27-5, Flufenisal 22494-42-4 26171-23-3, 
Tolmetin 26171-23-3D, Tolmetin, metabolites 29679-58-1, Fenoprofen 
29679-58-lD, Fenoprofen, metabolites 30653-83-9, Parsalmide 
36322-90-4, Piroxicam 36322-90-4D, Piroxicam, metabolites 36364-49-5, 
Imidazole salicylate 37933-78-1, Lysine acetylsalicylate 38194-50-2, 
Sulindac 38194-50-2D, Sulindac, metabolites 41340-25-4, Etodolac 
41340-25-4D, Etodolac, metabolites 42924-53-8, Nabumetone 42924-53-8D, 
Nabumetone, metabolites 51803-78-2, Nimesulide 51803-78-2D, 
Nimesulide, metabolites 53597-27-6, Fendosal 59804-37-4, Tenoxicam 
59804-37-4D, Tenoxicam, metabolites 62992-61-4, Etersalate 71125-38-7, 
Meloxicam 71125-38-7D, Meloxicam, metabolites 74103-06-3, Ketorolac 
74103-06-3D, Ketorolac, metabolites 111406-87-2, Zileuton 
111406-87-2D, Zileuton, metabolites 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
IT 7440-70-2, Calcium, biological studies 39391-18-9, Cyclooxygenase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROG (Process) 

(nonsteroidal antiinflammatory compds. for prevention and treatment of 
neurodegenerative diseases) 
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IN Carantinos, Spyros 
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SO Pat. Specif. (Aust,)/ H pp. 
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DT Patent 
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PI AU 629520 B2 19921008 AU 1988-26677 19881208 

AU 8826677 Al 19890608 

PRAI AU 1987-5803 19871208 

7\B A pharmaceutical contg. ferric ammonium citrate in admixt . with ZnO and 
optionally including aspirin, NaHC03, and citric acid is effective in 
treating arthritis, bronchitis, diabetes, arteriosclerosis, broken bones, 
Parkinson^ s disease, high blood cholesterol, liver cirrhosis, and 
enlargement of the prostate gland. 

ST ferric ammonium citrate zinc oxide pharmaceutical 

IT Antiarteriosclerotics 

Anticholesteremics and Hypolipemics 
Antidiabetics and Hypoglycemics 

(ferric ammonium citrate and zinc oxide as) 

IT Cirrhosis 

Parkinsonism 

(treatment of, ferric ammonium citrate and zinc oxide for) 
IT Inflammation inhibitors 

(antiarthritics, ferric ammonium citrate and zinc oxide as) 
IT Prostate gland 

(disease, hyperplasia, treatment of, ferric ammonium citrate and zinc 

oxide for) 
IT Bronchi 

(diseases, bronchitis, treatment of, ferric ammonium citrate and zinc 
oxide for) 
IT Bone, disease 

(fracture, treatment of, ferric ammonium citrate and zinc oxide for) 
IT 50-78-2, Aspirin 59-43-8, Vitamin Bl, biological studies 

77-92-9, Citric acid, biological studies 94-20-2, Chlorpropamide 
144-55-8, Sodium bicarbonate, biological studies 
RL: BIOL (Biological study) 

(pharmaceuticals contg. ferric ammonium citrate and zinc oxide and, for 
treatment of infections and immune diseases) 
IT 1314-13-2, Zinc oxide, biological studies 
RL: BIOL (Biological study) 

(pharmaceuticals contg. ferric ammonium citrate and, for treatment of 
infections and immune diseases) 
IT 1185-57-5, Ferric ammonium citrate 
RL: BIOL (Biological study) 

(pharmaceuticals contg. zinc oxide and, for treatment of infections and 
immune diseases) 
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DN 130:60774 

TI Nonsteroidal anti-inflammatory drugs increase tumor necrosis factor 

production in the periphery but not in the central nervous system in mice 
and rats 

AU Sacco, Silvano; Agnello, Davide; Sottocorno, Marcello; Lozza, Gianluca; 

Monopoli, Angela; Villa, Pia; Ghezzi, Pietro 
CS Laboratory of Neuroimmunology, "Mario Negri" Institute for Pharmacological 

Research, Milan, 20157, Italy 
SO Journal of Neurochemistry (1998), 71(5), 2063-2070 

CODEN: J0NRA9; ISSN: 0022-3042 
PB Lippincott-Raven Publishers 
DT Journal 
LA English 
CC 1-7 (Pharmacology) 

AB Nonsteroidal anti-inflammatory drugs (NSAIDs) , which inhibit 

prostaglandin (PG) synthesis, augment prodn. of tumor necrosis factor 
(TNF) in most exptl . models. We investigated the effect of two 
NSAIDs, indomethacin and ibuprofen, on the prodn. of TNF in the 
CNS induced by intracerebroventricular injection of lipopolysaccharide 
(LPS). Indomethacin and ibuprofen, administered i.p., augmented (three- 
to ninefold) the levels of TNF in serum and peripheral organs of mice 
injected i.p. with LPS and in rats with adjuvant arthritis (up to a 
sevenfold increase). However, NSAIDs (i.p. or 

intracerebroventricularly) did not increase brain TNF prodn. induced by 
i.v. LPS. In fact, indomethacin decreased (1.4-1.8-fold) TNF levels in 
the spinal cord of rats with exptl. autoimmune encephalomyelitis and in 
the cortex of rats with focal cerebral ischemia* Systemic 
administration of iloprost inhibited serum TNF levels after i.p. LPS, 
whereas intracerebroventricular injection of iloprost or PGE2 did not 
inhibit brain TNF induced by intracerebroventricular LPS. Both peripheral 
and central TNF productions were inhibited by cAMP level-elevating agents 
or dexamethasone. Thus, a PG-driven neg. feedback controls TNF prodn. in 
the periphery but not in the CNS. 

ST antiinflammatory NSAIDs TNF peripheral central nervous system 

IT Anti-inflammatory agents 
Brain 

(NSAIDs increase TNF prodn. in peripheral, but not central 

nervous system in mice and rats) 
IT Tumor necrosis factors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
IT Encephalomyelitis 

(autoimmune; NSAIDs increase TNF prodn. in peripheral but not 

central nervous system in mice and rats) 
IT Nervous system 

(central; NSAIDs increase TNF prodn. in peripheral but not 

central nervous system in mice and rats) 
IT Brain, disease 

(ischemia; NSAIDs increase TNF prodn. in peripheral 

but not central nervous system in mice and rats) 
IT Anti-inflammatory agents 

(nonsteroidal; NSAIDs increase TNF prodn. in peripheral but 

not central nervous system in mice and rats) 
IT Nervous system 

(peripheral; NSAIDs increase TNF prodn. in peripheral but not 

central nervous system in mice and rats) 
IT 53-86-1, Indomethacin 15687-27-1, Ibuprofen 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 



(Uses) 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
IT 60-92-4, CAMP 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(NSAIDs increase TNF prodn. in peripheral but not central 

nervous system in mice and rats) 
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TI Entry of protein into cerebral ventricles during ventriculo-cisternal 

perfusion and the administration of anti-inflammatory agents 
AU Haywood, J. R. ; Vogh, B. P. 

CS Dep. Pharmacol Ther., Univ. Florida, Gainesville, FL, USA 
SO Journal of Neurochemistry (1978), 30(6), 1621-3 

CODEN: J0NRA9; ISSN: 0022-3042 
DT Journal 
LA English 

CC 13-13 (Mammalian Biochemistry) 
Section cross-reference (s ) : 1 

AB During brain ventriculo-cisternal perfusion (VCP) in cats, entry of 

protein into the ventricles was stable over 30-150 min, after which the 
rate increased up to the end of the exptl. period (330 min) . When the VCP 
procedures involved increased trauma to meningeal tissues, e.g., by using 
a blunted needle, the early and late stable mean rate of influx was higher 
and probably more direct leakage occurred due to the invasive technique 
itself. Gentamicin, tobramycin, acetylsalicylic acid (15^30 mg/kg i.v. or 
200 .mu.M intrathecally) , indomethacin (3.4 .mu.M) , and 

meclofenamic acid (1.7 .mu.M) all failed to reduce the protein entry, but 
dexamethasone given i.v. at the beginning of perfusion (0.3 mg/kg, i.v.) 
and in repeated doses (0.15 mg/kg/h) lowered the initial rate of protein 
entry and markedly attenuated the subsequent rise in protein influx. 
ST ventriculocisternal perfusion protein entry ventricle; antiinflammatory 
ventriculocisternal perfusion protein influx; dexamethasone 
ventriculocisternal perfusion protein influx; brain ventricle protein 
entry perfusion 
IT Proteins 

RL: BIOL (Biological study) 

(brain ventricle influx of, in ventriculo-cisternal perfusion) 
IT Cerebrospinal fluid 

(protein entry into, in ventriculo-cisternal perfusion) 
IT Inflammation inhibitors 

(protein influx into brain ventricles in ventriculo-cisternal perfusion 
response to) 
IT Brain 

(ventricle, protein entry into, in ventriculo-cisternal perfusion) 
IT 50-02-2 50-78-2 53-86-1 644-62-2 1403-66-3 32986-56-4 
RL: BIOL (Biological study) 

(protein influx into brain ventricles in ventriculo-cisternal perfusion 
response to) 
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